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DEPARTMENT  OF  HEALTH, 
EDUCATION,  AND  WELFARE 

Food  and  Drug  Administration 

21  CFR  Parts  201  and  202 

[Docket  No.  75N-00661 

Labeiing  and  Prescription  Drug 
Advertising;  Content  and  Format  for 
Labeiing  for  Human  Prescription  Drugs 

agency:  Food  and  Drug  Administration. 
action:  Final  rule. 

summary:  This  rule  designates  a 
required  format  for  the  physician 
labeling  of  prescription  drugs  for  human 
use  and  provides  standards  for  the  kind 
of  information  that  must  appear  in  each 
section  of  the  required  format.  The  Food 
and  Drug  Administration  (FDA)  is  taking 
this  action  to  improve  prescription  drug 
labeling  by  establishing  standards  that 
will  bring  all  prescription  drug  labeling 
up  to  the  level  of  the  better  labeling 
currently  available. 

DATES:  Effective  December  26, 1979, 
except  that  §  201.100(e)  will  not  be 
effective  until  printing  plates  are  revised 
in  the  normal  course  of  business  or  until 
June  26, 1980,  whichever  occurs  first. 

FOR  FURTHER  INFORMATION  CONTACT: 
Michael  C.  McGrane,  Bureau  of  Drugs 
(HFD-30),  Food  and  Drug 
Administration,  Department  of  Health, 
Education,  and  Welfare,  5600  Fishers 
Lane,  Rockville,  MD  20857,  301-443- 
5220. 

SUPPLEMENTARY  INFORMATION:  In  the 
Federal  Register  of  April  7, 1975  (40  FR 
15392),  the  Commissioner  of  Food  and 
Drugs  proposed  to  revise  the  format  for 
prescription  drug  labeling  by  revoking 
what  was  then  $  3.74  (21  CFR  3.74)  and 
establishing  the  new  labeling  format  in 
new  §1.112  (21  CFR  1.112).  The 
Commissioner  also  proposed 
amendments  to  §  1.105  (21  CFR  1.105), 
relating  to  prescription  drug 
advertisements,  and  §  1.106(b)  (21  CFR 
1.106(b)),  relating  to  an  exemption  from 
adequate  directions  for  use  for 
prescription  drugs  for  human  use,  to 
conform  those  sections  to  the  revised 
format  for  prescription  drug  labeiing. 
After  the  proposal  was  signed,  but 
before  it  was  published,  §  §  1.105, 
1.106(b),  and  3.74  were  recodified  in  the 
Federal  Register  of  March  27, 1975  (40 
FR  13996)  as  §§202.1,  201.100,  and  201.56 
(21  CFR  202.1,  201.100,  and  201.56), 
respectively.  Because  of  the  1975 
recodification  and  to  make  the 
regulations  easier  to  read,  proposed 
§  1.112(a),  (b),  and  (d)  is  being  finalized 


as  a  revision  of  §  201.56,  proposed 
§1.112  (c)  and  (e)  is  being  finalized  as 
new  §  201.57  (21  CFR  201.57),  and 
proposed  §  1.112(f)  is  being  finalized  as 
new  §  201.58  (21  CFR  201.58).  The 
recodified  section  numbers  are  used 
throughout  this  preamble  and  in  the 
final  regulation. 

Before  publishing  the  proposaL  FDA 
circulated  a  draft  of  it  to  pharmaceutical 
associations  and  to  a  wide  segment  of 
the  medical  community  through  a 
number  of  medical  associations  and 
interested  individual  physicians.  A  copy 
of  the  draft  was  placed  on  public 
display  in  the  office  of  the  Hearing  i 
Clerk,  FDA,  and  notice  of  its  availability 
was  published  in  the  Federal  Register  of 
March  7, 1974  (39  FR  8946).  The  draft 
was  sent  to  all  who  requested  it. 

Fifty-nine  comments  on  the  draft  were 
received  from  physicians,  professional 
societies,  drug  manufacturers,  trade 
associations,  and  individual  consumers. 
Those  comments  were  reviewed  and  a 
number  of  the  suggested  changes  were 
included  in  the  April  7, 1975  proposal. 
Others  were  addressed  in  the  preamble 
to  the  proposal.  At  that  time,  the 
Commissioner  advised  that  comments 
not  addressed  in  the  preamble  to  the 
proposal  and  those  not  addressed 
satisfactorily,  as  indicated  by 
subsequent  comments,  would  be 
answered  in  the  final  regulation. 

Interested  persons  were  given  60  days 
to  comment  on  the  proposal,  but,  in  the 
Federal  Register  of  June  11, 1975  (40  FR 
24909),  the  Commissioner  extended  the 
time  for  submitting  comments  to  August 
6, 1975.  Ninety-seven  comments  on  Ae 
proposal  were  received  from  physicians, 
professional  societies,  drug 
manufacturers,  trade  associations, 
individual  consumers,  and  consiuner 
organizations,  as  well  as  individuals  and 
organizations  who  had  commented  on 
the  draft. 

A  summary  of  the  comments  on  the 
draft  that  were  not  previously  or 
satisfactorily  addressed,  comments  on 
the  April  7, 1975  proposal,  and  the 
Commissioner's  conclusions  are  as 
follows. 

General  Comments 

1.  Two  comments  suggested  that  the 
I  name  and  place  of  business  of  the 
manufacturer  of  a  drug  product,  if  other 
than  the  packer  or  distributor,  be 
required  to  appear  on  the  labeiing  for 
the  product. 

.  The  Commissioner  notes  that  he  has 
I  recently  proposed  regulations 
addressing  this  specific  issue  (see  the 
'  Federal  Register  of  October  3, 1978  (43 
FR  45614)).  In  view  of  that  proposaL  the  . 
Commissioner  believes  that  it  would  be 


■Improper  to  adopt  in  this  order,  as  a 
final  regulation  and  without  the 
opportunity  for  public  comment  a 
requirement  that  the  name  and  place  of 
business  of  the  manufactmer  (in 
addition  to  that  of  the  packer  or 
distributor)  appear  on  all  labeling  other 
than  the  actual  label  of  the  drug. 

2.  One  comment  requested  that 
because  of  the  increasing  importance  of 
such  information,  the  format  for  ' 
prescription  drug  labeling  include  a 
section  on  the  bioavailability  and/or  the 
bioequivalence  of  drug  products. 

The  Commissioner  does  not  agree 
with  this  comment.  In  the  Federd 
Re^ster  of  January  7, 1977  (42  FR  1624), 
relations  were  established  in  Part  320 
(21  CFR  Part  320)  providing  procedures 
for  determining  the  in  vivo 
bioavailability  of  drug  products  and  for 
establishing  bioequivalence 
requirements  for  drug  products. 

Although  the  evaluation  of 
bioavailability  and  bioequivalence  data, 
as  provided  by  those  regulations,  is 
necessary  to  establish  the  proper  dosage 
and  administration  schedule  for  a  drug 
product,  as  well  as  to  evaluate 
warnings,  precautions,  and  other 
labeling  statements,  it  would  be 
redundant  to  include  a  separate  section 
in  prescription  drug  labeling  to  present 
such  data  when  they  are  already 
reflected  in  the  other  sections  of  the 
labeling.  Accordingly,  the  section  has 
not  been  added  to  the  labeling  format 

3.  Two  comments  suggested  that 
prescription  drug  labeling  include  a 
discussion  of  the  stability  of  the  drug 
formulation  in  relation  to  length  of  time 
and  varying  conditions  of  storage  and 
that  drugs  be  required  to  bear  expiration 
dates. 

The  Commissioner  does  not  agree 
with  the  first  of  these  comments  and 
finds  that  the  second  has  now  been 
fulfilled.  The  final  regulation  relating  to 
current  good  manufacturing  practices  in 
the  manufacture,  processing,  packing,  or 
holding  of  drugs,  published  in  the 
Federal  Register  of  September  29, 1978 
(43  FR  45014)  requires  that  the  labels 
and  certain  labeling  of  most  drug 
products  bear  an  expiration  date 
determined  by  appropriate  stability  tests 
and  related  to  any  stated  storage 
conditions  as  determined  by  such  tests. 
In  addition,  §  201.57(k)(4)  under  this 
final  rule  requires  informa tion'on  special 
handling  and  storage  conditions,  e.g., 
“Keep  in  a  cold  place,  avoid  freezing," 
to  be  included  in  the  “How  Supplied" 
section  of  prescription  drug  labeling. 

The  Commissioner  concludes  that  a 
discussion  of  stability  data  for  a  drug  in 
relation  to  varying  storage  conditions 
should  not  be  included  in  prescription 
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drug  labeling  so  long  as  the  drug’s 
labeling  bears  information  on  special 
handling  and  storage  conditions  and  an 
expiration  date  based  upon  such 
information.  Physicians  can  contact  the 
manufacturer  if  they  desire  information 
about  the  stability  of  a  particular  drug 
under  abnormal  conditions  or  if  they  or 
their  patients  are  unable  to  comply  with 
any  special  storage  conditions. 
Accordingly,  no  change  in  the  final  rule 
is  warranted  by  these  comments. 

4.  Two  comments  suggested  that  FDA 
draft  a  guideline  copy  of  labeling,  with 
the  exception  of  description,  how 
supplied,  and  date,  for  each  drug,  as  has 
been  done  for  drugs  subject  to 
abbreviated  new  drug  applications 
(ANDA’s),  and  provide  updated  versions 
to  manufacturers  or  publish  them  in  the 
Federal  Register. 

The  Commissioner  rejects  this 
suggestion.  Although  FDA  currently 
prepares  required  labeling  statements 
for  certain  drugs,  e.g.,  certain  drugs 
subject  to  Drug  Efficacy  Study 
Implementation  (DESI]  notices  and 
AT^A’s,  and  reviews  labeling  for  new 
drugs  before  approval  of  a  new  drug 
application  (NDA),  the  agency  does  not 
have  the  resources  necessary  to 
imdertake  the  task  of  drafting  guideline 
labeling  for  all  drugs.  The  Commissioner 
advises  that  FDA  is  initiating  a  long- 
range  program  that  will  develop  class 
labeling  for  certain  drugs  (see  paragraph 
107  of  this  preamble).  Manufacturers 
should  consult  with  FDA  to  ascertain 
whether  the  agency  has  access  to  data 
or  information  that  might  require  the 
updating  of  the  labeling  of  specific 
dnigs. 

5.  One  comment  recommended  that  a 
request  for  a  waiver  under 

§  201.57{bK2)(ii).  (c)(2).  (c)(3)(i)  and  (v). 
(f)(9),  or  (g)(4)  and  §  201.58  that  a 
labeling  statement  be  based  on 
substantial  evidence  be  considered  to  be 
granted  unless  the  applicant  receives  a 
denial  fi'om  the  FDA  within  90  days  of 
the  request. 

The  Commissioner  does  not  accept 
this  recommendation.  Labeling 
statements  about  the  effectiveness  of  a 
dnig  for  an  indication  for  use  under 
§  201.57(c)(2).  (c)(3)(i),  and  (f)(9)  are 
required  to  be  supported  by  substantial 
evidence  derived  from  adequate  and 
well-controlled  studies.  Comparative 
statements  in  labeling  about  the  safety 
or  effectiveness  of  a  drug  under 
§  201.57(b)(2)(ii),  (c)(3)(v),  and  (g)(4)  are 
also  required  to  be  supported  by 
adequate  and  well-controlled  studies. 
Substantial  evidence  of  effectiveness  is 
defined  in  section  505(d)  of  the  act  to 
consist  of  adequate  and  well-controlled 
studies  that  are  further  defined  by  FDA 


in  §  314.111(a)(5)(ii)  (21  CFR 
314.111(a)(5)(ii)).  It  is  FDA's  position 
that  labeling  statements  about 
effectiveness  that  are  not  supported  by 
substantial  evidence  derived  from 
adequate  and  well-controlled  studies 
are  false  and  misleading  in  violation  of 
section  502(a)  of  the  act.  In  addition, 
comparative  statements  of  safety  or 
effectiveness  of  a  drug  are  false  and 
misleading  unless  they  are  adequately 
substantiated  and,  in  general,  adequate 
and  well-controlled  studies  are  required 
to  provide  that  substantiation.  Because 
contemporary  standards  for  these 
labeling  statements  require  that  they  be 
based  upon  adequate  and  well- 
controlled  studies,  requests  for  waivers 
from  those  requirements^should  only  be 
granted  if  it  can  be  shown  that  adequate 
and  well-controlled  studies  are  clearly 
unnecessary  and  that  alternative  . 
procedures  have  been  followed  that 
provide  an  acceptable  basis  for  the 
labeling  statements.  Accordingly,  before 
granting  a  request  for  a  waiver  under 
S  201.58,  the  agency  must  consider 
carefully  both  whether  a  proposed 
labeling  statement  can  be  based  upon 
an  alternative  procedure  to  an  adequate 
and  well-controlled  study  and  wheffier 
the  alternative  procedure  selected  is 
acceptable  and,  thus,  it  would  be 
inappropriate  to  set  an  arbitrary  time 
limit  within  which  such  a  request  must 
be  denied  or  automatically  granted. 
Every  request  for  a  waiver,  however, 
will  be  reviewed  and  ruled  upon  as  soon 
as  possible.  ' 

6.  Several  comments  reiterated  the 
objections  made  to  the  draft  of  the 
proposal  concerning  the  legal  status  of 
prescription  drug  labeling.  The 
comments  contended  that  the  required 
format  for  prescription  drug  labeling  will 
be  accepted  in  malpractice  litigation  and 
will  result  in  “drug  of  choice”  claims  in 
labeling  with  the  potential  to  force 
physicians  to  modify  prescribiitg  habits 
to  match  statements  in  the  labeling. 
These  comments  suggested  that 
requiring  indications  for  use  to  be  based 
upon  adequate  scientific  evidence  of 
safety  and  substantial  evidence  of 
effectiveness  would  result  in 
prescription  drug  labeling  reflecting  less 
than  current  medical  and  scientific 
knowledge.  Such  labeling  would  force 
physicians  to  choose  between  providing 
modem,  up-to-date  medical  care  with 
the  concomitant  risk  of  malpractice 
charges  and  litigation,  or  providing 
conservative,  and  possibly  outmoded, 
medical  care. 

Some  of  the  comments  suggested  that 
the  Commissioner  require  that 
prescription  drug  labeling  explain  the 
legal  status  of  the  labeliiig  point  out 


that  FDA  recognizes  that  such  labeling 
does  not  always  contain  the  most 
current  information  available  to 
physicians  about  the  proper  use  of  a 
dr^  and  that  good  medical  practice 
requires  that  physicians  be  firee  to  use 
drugs  according  to  their  best  knowledge 
and  judgment.  Some  comments 
suggested  wording  for  the  statement 
much  of  which  was  taken  firom  the 
Commissioner's  analysis  of  this  subject 
in  the  preamble  to  the  proposal.  One 
comment  suggested  that  the  statement 
not  be  made,  because  it  would  encourage 
physicians  to  misuse  drugs. 

The  Commissioner  addressed  the 
legal  status  of  prescription  drug  labeling 
in  paragraph  1  of  the  preamble  to  the 
April  7, 1975  proposal  and  now  reaffirms 
that  discussion.  The  Commissioner 
recognizes  that  drug  labeling  does  not 
always  contain  the  most  current 
information  and  opinion  available  to 
physicians  about  a  drug  because 
advances  in  medical  knowledge  and 
practice  inevitably  precede  formal 
submission  of  proposed  new  labeling  by 
the  manufacturer  and  approval  by  FDA. 
Good  medical  practice  and  patient 
welfare  require  that  physicians  remain 
free  to  use  drugs  according  to  their  best 
knowledge  and  judgment  and  the 
liability  of  a  physician  in  his  or  her  use 
of  a  dr^  depends  upon  all  of  the  facts 
surrounding  that  use.  not  merely  upon 
whether  that  use  is  approved  in  the 
labeling  of  the  drug.  Nevertheless, 
exposition  of  these  principles  in  the 
labeling  of  each  drug  will  in  no  way 
affect  physician  liability  for  malpractice, 
but  might  tend  to  depreciate  the 
cautions  and  warnings  set  forth  in  the 
labeling. 

As  explained  more  fully  elsewhere  in 
this  preamble,  prescription  drug  labeling 
is  intended  to  provide  physicians  with  a 
clear  and  concise  statement  of  the  data 
and  information  necessary  for  the  safe 
and  effective  use  of  the  drug.  That 
prescription  drug  labeling  may  be  used 
as  evidence  in  malpractice  litigation  is 
an  unintended  byproduct  of  FDA’s 
regulatory  activities. 

The  Commissioner  concludes  that  it 
would  be  inappropriate  to  require 
statements  in  drug  labeling  that  do  not 
contribute  to  the  safe  and  effective  use 
of  the  drug,  but  instead  are  intended 
solely  to  hffiuence  dvil  litigation  in 
which  the  t^ency  has  no  part.  Thus,  the 
Commissioner  does  not  agree  that 
prescription  drug  labeling  should 
contain  a  statement  concerning  the  legal 
status  of  labeling. 

7.  A  comment  argued  that  these 
regulations  are  an  invalid  invasion  of 
the  field  of  medicine  by  the  Federal 
government  and  unconstitutionally 
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interfere  in  the  practice  of  medicine  by 
physicians.  The  comment  cited  several 
Federal  and  State  court  decisions  in 
support  of  its  argument  that  the  Federal 
government  can  neither  unduly  infringe 
on  a  physician's  right  to  practice 
medicine  nor  regulate  the  practice  of 
medicine  within  the  States. 

The  Commissioner  disagrees  with  this 
comment.  The  Commissioner  finds  that 
the  court  cases  cited  by  the  comment 
are  not  in  point  and  concludes  that  this 
comment  evidences  a  misunderstanding 
of  the  purpose  of  prescription  drug 
labeling.  As  stated  in  paragraph  6 
above,  a  physician  may  deviate  from 
recommendations  or  suggestions  made 
in  prescription  drug  labeling  according 
to  his  or  her  best  knowledge  and 
judgment.  Accordingly,  the 
Commissioner  concludes  that  these 
regulations  specifying  the  content  and 
format  of  prescription  drug  labeling  do 
not  infringe  on  a  physician's  right  to 
practice  medicine,  nor  do  they  attempt 
to  regulate  the  practice  of  medicine. 

8.  A  comment  objected  to  the  proposal 
on  the  ground  that  requiring  labeling  to 
contain  affirmative  and  negative 
statements  on  selection  and  monitoring 
of  patients,  recommendations  on 
duration  of  treatoent,  and  inhibitions  on 
use  in  pregnant  and  pediatric  patients 
will  force  the  manufacturer  to  make 
medical  judgments  that,  for  its  own 
protection,  will  be  conservative.  The 
comment  further  contended  that  the 
regulations  inhibit  the  transmittal  to  the 
physician  of  information  about 
effectiveness  of  the  drug,  while  requiring 
the  labeling  to  include  information 
based  on  clinical  experience  indicating 
potential  hazards,  without  proof  of  a 
causal  relationship.  Another  comment 
stated  that  this  proposal,  in  conjunction 
with  the  revision  of  §  1.3  (21  CFR  1.3) 
(recodified  in  the  Federal  Register  of 
March  22, 1977  (42  FR 15553)  as  §  1.21 
(21  CFR  1.21))  relating  to  the  failure  to 
reveal  material  facts  in  labeling,  places 
a  heavy  obligation  on  the  average 
physician  to  evaluate  the  potential 
seriousness  of  warnings  and  other 
similar  information  in  drug  labeling. 

The  Commissioner  disagrees  with 
these  comments.  Section  502(f)(1)  of  the 
act  requires  that  a  drug's  labeling  bear 
adequate  directions  for  use.  For  a 
prescription  drug  to  be  exempt  fi-om 
section  502(f)(1)  of  the  act,  S  201.100(d) 
(21  CFR  201.100(d))  requires  that  the 
labeling  for  the  dnig  contain  adequate 
information  for  the  drug’s  safe  and 
effective  use.  In  addition,  labeling  of  a 
drug  may  be  misleading  under  §  1.21(a) 
if  it  fails  to  reveal  facts  that  are  material 
in  light  of  other  representations  made  or 
suggested  by  statement,  word,  design. 


device,  or  any  combination  thereof,  or 
material  with  respect  to  consequences 
that  may  result  from  use  of  the  drug 
under  the  conditions  prescribed  in  the 
labeling  or  the  conditions  of  use  that  are 
customary  or  usual.  Accordingly,  when 
a  manufacturer  prescribes,  recommends, 
or  suggests  an  intended  use  for  a  drug  in 
its  labeling,  the  labeling  must  also 
include  any  necessary  statements  on 
selection  or  monitoring  of  patients, 
duration  of  treatment,  and  other 
subjects,  or  risk  misbranding  the  drug 
product  imder  section  502  of  the  act. 
Although  the  Commissioner  recognizes 
that  the  manufacturer  may  make 
conservative  medical  jud^ents  in 
preparing  labeling  for  its  drugs  to 
protect  itself  &*om  civil  liability,  the 
Commissioner  believes  that  that  is  the 
not  unexpected  outcome  of  our  drug 
labeling  laws  and  civil  liability  system. 

The  Conunissioner  believes  that  these 
comments  relating  to  the  responsibilities 
of  physicians  for  prescribing  drugs  fail 
to  recognize  the  statutory  constraints  on 
prescription  drug  labeling  under  the  act 
The  law  permits  labeling  statements 
about  effectiveness  only  if  they  are 
supported  by  “substantial  evidence,” 
which  is  defined  in  section  505(d)  of  the 
act  (21  U.S.C.  355(d))  as  “adequate  and 
well-controlled  investigations,  including 
clinical  investigations  *  *  In 
addition,  the  statute  requires  that  a 
warning  be  placed  on  drug  labeling 
whenever  reasonable  evidence  indicates 
an  association  between  a  drug  and  a 
serious  hazard.  A  causal  relationship 
need  not  have  been  proved.  This 
statutory  scheme  for  drug  labeling  is 
intended  to  provide  physicians,  in 
straightforward  and  concise  terms,  with 
the  information  they  need  to  prescribe  a 
drug  under  conditions  that  maximize  the 
drug’s  effectiveness  and  minimize  its 
risks.  Physicians  are  always  in  a 
position  to  pursue  additional 
information  through  normal  educational 
sources,  such  as  treatises  and  medical 
journals.  The  Commissioner  agrees  that 
heavy  obligations  are  placed  on 
physicians  when  they  prescribe  drugs 
for  patients,  but  concludes  that  those 
obligations  are  neither  imposed  under, 
nor  can  they  be  relieved  by,  the  act  or 
FDA  regulations. 

9.  One  comment  suggested  adding  a 
statement  to  the  labeling  format 
advising  physicians  that  the  benefit-to- 
risk  considerations  in  the  use  of  a  drug 
should  be  discussed  with  the  patient. 

Although  benefit-to-risk 
considerations  in  the  use  of  a  drug  are 
clearly  appropriate  matters  to  be 
discussed  with  patients,  the 
Commissioner  does  not  agree  that 
general  statements  on  good  professional 


practice  are  appropriate  for  drug 
labeling.  There  are  potentially  many 
such  statements,  which,  if  all  were 
included  in  drug  labeling,  would 
transform  labeling  into  small  textbooks 
of  medicine.  As  a  general  policy, 
therefore,  these  regulations  will  not 
require  such  statements  to  be  included 
in  labeling.  Whenever  the  safe  and 
effective  use  of  a  drug  requires  a 
benefit-to-risk  decision  by  the  patient, 
however,  the  Commissioner  believes  the 
issue  can  be  best  addressed  in  labeling 
directed  to  the  patient.  Such 
information,  for  example,  is  currently 
required  to  be  provided  to  users  of  oral 
contraceptives  under  {  310.501  (21  CFR 
310.501)  and  to  users  of  estrogens  under 
S  310.515  (21  CFR  310.515).  As  described 
in  paragraph  21  of  this  preamble,  FDA 
has  initiated  a  prescription  drug  labeling 
project  to  consider  the  appropriateness 
of  patient  labeling  for  other  drugs. 

10.  One  conunent  suggested  that 
labeling  be  required  to  be  updated  at 
specific  time  intervals,  e.g.,  every  3 
years,  following  a  thorough  review 
directed  at  the  emergence  of  new  or 
additional  information  during  that  time. 

The  Commissioner  does  not  agree 
with  this  comment.  Under  section  502(a) 
of  the  act  a  drug  is  misbranded  if  its 
labeling  is  false  or  misleading.  Under 
§  1.21  of  the  regulations,  the  labeling  of 
a  drag  is  misleading  if  it  fails  to  reveal 
material  facts.  Accordingly,  emergence 
of  new  or  additional  information  that 
causes  the  labeling  of  the  drug  to  be 
false  or  misleading  in  any  particular 
necessitates  that  Ae  labeling  be 
updated  to  reflect  such  information  to 
prevent  the  drug  fi'om  being  misbranded 
under  the  act. 

In  addition,  the  Commissioner  advises 
that  FDA  does  not  possess  the  resources 
necessary  to  conduct  a  periodic  review 
of  all  prescription  drug  labeling  every  3 
years  to  ensure  that  it  has  been  properly 
updated.  However,  the  agency  supports 
the  idea  of  periodic  reassessment  of  the 
labeling  and  benefit-to-risk  status  of 
marketed  drugs  and  will  attempt  such 
reassessments  within  the  limits  of 
available  resources. 

11.  A  comment  suggested  the  addition 
of  a  sentence  to  the  labeling  format 
acknowledging  that  pharmacists  and 
other  health  care  professionals  need  and 
use  the  information  provided  in 
prescription  drug  labeling. 

The  Commissioner  realizes  that  the 
information  provided  in  prescription 
drug  labeling  is  needed  and  used  by 
health  care  professionals  other  than 
physicians,  but  concludes  that  a 
statement  to  that  effect  would  be 
extraneous  to  the  purpose  of 
prescription  drug  labeling.  Accordingly, 
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the  suggested  statement  is  not  required 
under  the  Hnal  regulation. 

12.  A  comment  contended  that  the 
attempt  to  regulate  advertising  and 
inform  physicians  through  labeling  in 
the  same  required  format  is  not  realistic. 

The  Commissioner  advishs  that  the 
required  format  for  prescription  drug 
labeling  is  intended  to  provide  the 
essential  information  the  practitioner 
needs  to  use  a  drug  safely  and 
effectively  in  the  care  of  patients. 
Prescription  drug  advertisements  are 
required,  under  §  202.1(e),  to  present  a 
true  statement  of  information  in  brief 
summary  relating  to  side  effects, 
contraindications,  and  effectiveness  of 
the  drug.  Accordingly,  the  Commissioner 
believes  that  it  is  not  inappropriate  for 
prescription  drug  labeling  and 
advertisements  to  present  clear  and 
speciflc  information  in  a  uniform  format. 

13.  A  comment  contended  that  FDA 
was  currently  the  sole  arbiter  of  the 
information  provided  to  the  physician  in 
prescription  drug  labeling  and 
recommended  that  FDA  provide  for 
independent  review  of  labeling  by 
selected  panels  of  practicing  physicians. 
Another  conunent  contended  that  the 
labeling  for  a  particular  drug  is  the 
result  of  a  compromise  between  the 
manufacturer  and  FDA  in  which  the 
practicing  physician  is  denied  the 
opportunity  to  participate.  That 
comment  hurther  contended  that  such  a 
compromise  acts  to  insulate  the 
manufactiirer  from  liability  by  shifting 
the  burden  to  the  physician. 

The  Commissioner  disagrees  with 
these  comments.  There  is  substantial 
input  into  prescription  drug  labeling  by 
practicing  physicians.  Dming  the 
development  of  drugs,  clinicians  serve 
as  investigators  and  advise  the  sponsor 
on  their  experiences  relating  to  both  the 
safety  and  the  effectiveness  of  the  drug. 
Practicing  physicians  also  act  as 
members  of  I^A  advisory  committees 
and  evaluate  the  proposed  labeling  or 
revisions  in  labeling  for  many 
prescription  drugs.  Special  panels  of 
physicians  are  also  involved  in  the 
development  of  class  labeling  for  certain 
drugs  under  FDA’s  contract  with  the 
American  Society  of  Hospital 
Pharmacists  (discussed  in  paragraph  107 
of  this  preamble). 

The  Commissioner  acknowledges  that 
the  final  labeling  for  a  drug  is  often  the 
result  of  interactions  between  FDA  and 
the  manufacturer  when  a  manufacturer 
seeks  approval  for  a  prescription  drug. 
The  purpose  of  these  consultations, 
however,  is  to  fulffll  the  agency’s 
mandate  that  the  labeling  bear  adequate 
information  under  which  practitioners 
may  use  the  drug  safely  and  for  the 


particular  indications  or  conditions  for 
which  the  drug  is  advertised  or 
represented.  It  is  not  the  intent  of  FDA 
to  influence  the  civil  tort  liability  of  the 
manufacturer  or  of  the  physician. 

Rather,  it  is  the  agency’s  intent  to  ensure 
that  a  complete  and  accurate 
explanation  of  the  drug  is  provided  to 
the  medical  community. 

14.  A  comment  suggested  that  the 
labeling  format  as  proposed  would 
result  in  labeling  too  lenghthy  to  receive 
the  consideration  it  deserves.  Tbe 
comment  recommended  that  statements 
concerning  unknown  properties  of 
unavailable  data,  e.g.,  ”It  is  not  known 
whether  use  of  this  drug  during  labor 
and  delivery  has  *  *  “It  is  not 
known  whether  this  drug  is  excreted  in 
human  milk,’’  be  eliminated  on  the 
groimd  that  physicians  should 
understand  that  the  absence  of  positive 
statements  in  the  labeling  indicates  the 
absence  or  inadequacy  of  data  on  the 
particular  subject. 

The  Commissioner  does  not  agree  that 
most  physicians  would  consider  the 
absence  of  a  positive  statement  in  drug 
labeling  concerning  a  property  of  the 
drug  to  mean  that  data  on  the  particular 
subject  are  unavailable  or  inadequate. 
’The  labeling  format  for  prescription 
drugs  is  intended  to  provide  a  uniform 
standard  for  the  kinds  of  data  and 
information  necessary  to  enable 
physicians  to  use  drugs  safely  and 
effectively.  Accordingly,  the 
Commissioner  has  provided  speciffc 
wording  for  statements  in  the  absence  of 
particular  data  or  information. 

15.  A  comment  suggested  that  the 
regulations  be  revised  to  provide  for  two 
official  kinds  of  labeling  for  each  drug, 
one  containing  only  the  prescribing 
information,  but  on  standard  letter-size 
paper  and  in  larger  and  more  legible 
type,  and  the  other  containing  the 
description  of  approved  indications  and 
those  precautions  requiring  special 
attention  in  all  promotional  materials. 

Tlie  Commissioner  does  not  agree  that 
the  regulations  should  require  multiple 
labeling.  Labeling  is  intended  to  provide 
information,  in  a  single  concise  and 
clear  format,  adequate  to  enable 
practitioners  to  use  a  drug  safely  and 
effectively  for  its  intended  purposes.  A 
separation  of  the  information  currently 
required  for  prescription  drug  labeling 
would  provide  no  advantage  over  the 
current  format  for  such  information  and 
would,  in  fact,  defeat  the  intended 
purpose  of  prescription  drug  labeling. 

liie  Commissioner  advises,  however, 
that  FDA  supports  the  use  of  larger  and 
more  legible  type  in  drug  labeling,  and  a 
minimum  type  size  for  labeling  is  under 
consideration  by  the  agency.  In  addition. 


the  printing  of  labeling  on  standard 
letter-size  paper  for  insertion  in  a 
regular  notebook  might  be  a  worthwhile 
exercise  for  pharmaceutical 
manufacturers,  but  such  labeling  would 
not  obviate  the  requirements  imder 
S  201.100(c)  regarding  inserts  in  each 
diug  package. 

16.  A  comment  urged  the  adoption  of  a 
looseleaf  compendium  of  FDA  approved 
labeling  to  supplant  the  package  insert. 

'The  Commissioner  encourages  private 
individuals  or  associations  to  develop  a 
compendium  of  FDA  approved  labeling. 
This  revision  of  the  prescription  drug 
labeling  regulations  is  intended,  in  part, 
to  improve  prescription  drug  labeling  to 
the  point  where  a  compendium  can  be 
developed.  The  Commissioner  believes 
it  is  premature,  however,  to  consider  the 
possibility  of  a  compendium  supplanting 
package  inserts,  imtil  the  compendiiun 
system  is  operational. 

17  One  comment  stated  that  section 
502(n)  of  the  act  requires  prescription 
drug  advertising  regulations  to  be  issued 
in  accordance  with  the  hearing 
procedures  under  section  701(e)  of  the 
act  (21  U.S.C.  371(e)). 

The  Commissioner  agrees  with  this 
comment.  Section  502(n)  of  the  act, 
relating  to  prescription  drug  advertising, 
requires  that  regulations  under  that 
section  be  issued  in  accordance  with  the 
procedure  speciffed  in  section  701(e)  of 
the  act.  However,  the  Commissioner 
advises  that  section  502(n)  of  the  act 
applies  only  to  prescription  drug 
advertising  and  not  to  labeling. 
Accordingly,  the  amendment  of 
§  202.1(el(6](ii)  and  (vii)  of  FDA’s 
prescription  dnig  advertising  regulations 
is  subject  to  the  procedures  specified  in 
section  701(e)  of  the  act,  and  any  person 
who  will  be  adversely  affected  by  this 
final  regulation  only  insofar  as  it 
amends  §  202.1(e)(6)(ii)  and  (vii)  may 
file  objections  with  the  Commissioner. 
Objections  must  specify  the  provisions 
of  ffie  final  regulation  that  are 
objectionable,  state  the  grounds  for  the 
objections,  and  request  a  public  hearing 
on  the  objections.  Objections  must  be 
filed  on  or  before  July  26, 1979.  The  filing 
of  objections  would  operate  to  stay  the 
effectiveness  of  only  those  provisions  of 
this  final  rule  to  which  objections  arq 
made.  The  provisions  would  be  stayed 
until  final  action  upon  the  objections  is 
taken  by  the  Commissioner  under 
section  701(e)(3)  of  the  act 

’The  Commissioner  advises  that  the 
hearing  procedures  specified  in  section 
701(e)  of  the  act  do  not  apply  to  the 
amendment  of  §  201.100(d)(3)  and  (e), 
the  revision  of  S  201.56,  or  new  fiS  201.57 
and  201.58,  because  those  regulations 
relate  to  prescription  drug  labeling 
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rather  than  advertising  and  they  are  not 
issued-under  section  502(n)  of  the  act. 
Accordingly,  objections  and  a  request 
for  hearing  upon  objections  cannot  be 
filed  to  those  regulations  under  section 
701(e]  of  the  act 

18.  A  comment  contended  that  the 
requirement  for  full  disclosure  labeling 
for  prescription  drugs  imder  $  201.100  is 
based  on  a  legal  fiction  that  is  no  longer 
necessary.  The  comment  observed  that 
a  drug  is  misbranded  imder  section 
502(f)  of  the  act  unless  its  labeling  bears 
adequate  directions  for  use,  but  FDA 
can  exempt  drugs  from  that  requirement 
when  it  is  not  necessary  for  the 
protection  of  the  public  health.  Section 
201.100  exempts  prescription  drugs  from 
the  requirement  that  they  bear  adequate 
directions  for  use,  but  the  conditions  of 
the  exemption  require  that  prescription 
drug  labeling  contain  directions  for 
physician  use  of  the  drug.  The  comment 
contended  that  this  regulatory  maze  for 
requiring  directions  for  use  for 
prescription  drugs  is  confusing  and 
suggested  the  proposal  be  republished 
as  a  new  section  concerning  adequate 
directions  for  physician  use  of 
prescription  dnigs  under  section  502(f) 
of  the  act. 

The  Commissioner  advises  that  the 
phrase  “adequate  directions  for  use”  in 
section  502(f)(1)  of  the  act  has  been 
defined  in  §  201.5  (21  CFR  201.5)  to  mean 
directions  under  which  a  layman  can 
use  a  drug  safely  and  for  the  purposes 
for  which  it  is  intended.  The 
interpretation  of  the  phrase  “adequate 
directions  for  use”  in  §  201.5  is  founded 
upon  the  legislative  history  of  section 
502(f)(1)  of  the  act.  Whether  that 
interpretation  is  still  useful  may  be 
appropriate  for  legislative  consideration, 
but  to  repropose  ^ese  labeling 
regulations  would  delay  their 
implementation  without  any  substantive 
change  in  their  content  or  applicability. 
Thus,  the  Commissioner  rejects  the 
suggestion. 

19.  A  comment  suggested  that  articles 
in  newspapers  and  lay  periodicals  about 
specific  drugs  should  be  more  closely 
regulated. 

The  Commissioner  disagrees  with  this 
comment.  The  Federal  Trade 
Commission  Act  (15  U.S.C.  41  et  seq.) 
empowers  the  Federal  Trade 
Commission  (FTC),  among  other  things, 
to  regulate  unfair  and  deceptive  drug 
advertising.  The  Commissioner  of  Food 
and  Drugs  has  authority,  to  the 
exclusion  of  the  FTC,  under  section 
502(n)  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act,  to  regulate  prescription 
drug  advertising  in  certain  respects.  The 
Commissioner  also  has  authority  under 
section  502  (a)  and  (f)  of  the  act  to 


regulate  drug  labeling.  Articles  in 
newspapers  and  lay  periodicals  that  are 
supported  or  influenced  by 
pharmaceutical  manufacturers  and, 
therefore,  constitute  labeling  or 
advertising  for  a  drug  are  subject  to 
close  scrutiny  by  both  FDA  and  FTC. 
Printed  matter  issued  or  caused  to  be 
issued  by  the  manufacturer  or 
distributor  of  a  drug  may  not  be  false  or 
misleading.  The  Commissioner 
concludes,  however,  that  FDA  does  not 
have  authority  to  regulate  articles  about 
specific  drugs  in  newspapers  and  lay 
periodicals,  other  than  those  that 
constitute  labeling  or  advertisements, 
and  that  any  attempt  to  regulate  such 
articles  would  raise  substantial 
constitutional  questions. 

20.  One  comment  contended  that 
these  regulations  should  not  be  finalized 
until  the  proposals  on  bioavailability, 
bioequivalence,  good  manufacturing 
practices,  and  o&er  related  matters  are 
published  and  an  opportunity  for 
comment  is  provided.  Another  comment 
requested  clarification  of  whether  an 
opportunity  for  comment  will  be 
afforded  interested  parties  on  Federal 
Register  notices  published  under  the 
proposed  implementation  schedule  of 
these  labeling  regulations.  One  comment 
also  requested  clarification  as  to 
whether  revision  of  labeling  in  advance 
of  a  particular  effective  date  would  be 
permitted. 

The  Commissioner  does  not  find  a 
sufficiently  close  relationship  between 
these  regulations,  relating  to 
prescription  drug  labeling  and 
advertising,  and  the  proposals 
mentioned  in  the  conunent  to  justify  a 
delay  in  implementing  these  regulations. 
In  any  event,  final  good  manufacturing 
practice  regulations  were  published  in 
the  Federal  Register  of  September  29, 
1978  (43  FR  45014),  and  final 
bioavailability  and  bioequivalence 
regulations  were  published  in  the 
F^eral  Register  of  January  7, 1977  (42 
FR  1624). 

The  Commissioner  advises  that  an 
opportunity  for  comment  will  not  be 
provided  in  the  Federal  Register  notices 
published  under  the  implementation 
schedule  of  these  labeling  regulations. 
The  notices,  however,  will  provide  an 
opportunity  for  persons  to  request  a 
change  in  the  effective  date  of  the 
regulations  for  a  specific  drug  product 
Revision  of  labeli^  in  advance  of  a 
particular  effective  date  will  be 
permitted  for  prescription  drugs,  except 
biologies  or  d^s  subject  to  sections  505 
or  507  of  the  act  (21  U.S.C.  355, 35^).  The 
revision  of  prescription  drug  labeling  for 
biologies  and  drugs  subject  to  sections 
505  and  507  of  the  act  as  a  result  of  this 


final  regulation  will  require  the  review 
and  approval  of  a  large  number  of 
labeling  submissions  by  FDA.  The 
Commissioner  will  publish  notices  in  the 
Federal  Reg^ter  establishing  a  schedule 
for  the  revision  of  labeling  for  those 
drugs.  To  permit  revision  of  labeling  in 
advance  of  a  particular  effective  date 
for  those  drugs  could  pose  serious 
problems  for  FDA’s  small  review  staff. 
Therefore,  revised  labeling  in  the  format 
and  containing  the  information  specified 
in  these  final  regulations  may  not  be 
submitted  to  FDA  in  advance  of  the 
scheduled  revision  date  for  the 
particular  drug  without  specific 
permission  fi'om  the  agency.  Earlier 
revisions  will  be  permitted  under  special 
circumstances,  e.g.,  if  labeling  is  being 
revised  to  add  a  new  indication  for  a 
drug  before  the  scheduled  revision  date 
of  &e  drug’s  labeling.  Labeling  revisions 
that  may  be  placed  into  effect  without 
FDA  approval,  such  as  the  addition  of  a 
warning  under  §  314.8(d)  (21  CFR 
^14.8(d)),  would  neither  require  nor 
permit  the  revision  of  the  labeling  to 
comply  with  these  final  regulations  in 
advance  of  the  scheduled  revision  date 
for  the  drug. 

21.  A  comment  objected  to  the 
proposal  on  the  ground  that  it  would 
increase  the  costs  of  prescription  drugs 
to  consumers  because  of  the  expenses 
incurred  by  manufacturers  in  rewriting 
prescription  drug  labeling.  Several 
consumers  supported  the  proposal  in  the 
mistaken  belief  that  it  was  a  format  for 
patient  labeling  for  prescription  drugs, 
and  they  requested  informative  labeling 
in  lay  language  on  drug  actions, 
dosages,  schedules  and  procedures  for 
admLdstration,  adverse  reactions, 
contraindications,  and  precautions. 

As  the  Commissioner  stated  in  the 
preamble  to  the  proposal,  the  principles 
enunicated  in  these  regulations  are 
based  upon  past  experience  and 
precedent  llie  purpose  of  these  labeling 
regulations  is  not  to  establish  new 
regulatory  requirements,  but  to  provide 
standards  so  that  all  prescription  drug 
labeling  can  be  brou^t  up  to  the  level  of 
the  best  labeling  written  in  the  past  The 
Commissioner  concludes  that  any 
increase  in  costs  to  consumers  for, 
prescription  drugs  because  of  expenses 
incurred  by  manufacturers  in  rewriting 
prescription  drug  labeling  will  be 
minimi  because  these  regulations 
provide  a  prolonged  implementation 
schedule  for  making  changes  in  labeling 
and  do  not  ordinarily  require  recalls  of 
old  labeling. 

The  Commissioner  advises  that  the 
prescription  drug  labeling  to  which  these 
regulations  apply  is  directed  to  health 
care  professionals  and  not  to  tiie 
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ultimate  consumer  of  the  drugs.  The 
Commissioner  also  advises,  however, 
that  patient  labeling  for  prescription 
drugs  is  under  consideration  by  the 
agency.  FDA  has  initiated  a  prescription 
drug  labeling  project,  which  has  been 
evaluating  the  usefulness  of  patient 
labeling  for  certain  drugs  and  how  the 
necessary  information  can  best  be 
presented  to  patients.  In  the  Federal 
Register  of  November  7, 1975  (40  FR 
52075),  the  Commissioner  gave  notice  of 
availability  of  a  petition  requesting  the 
FDA  to  require  written  warning 
information  on  labels  of  certain  classes 
of  drugs  and  invited  interested  persons 
to  submit  comments.  In  a  notice 
published  in  the  Federal  Register  of 
December  11, 1975  (40  FR  57705),  the 
time  for  submitting  comments  was 
extended  to  March  3, 1976.  Over  1,000 
comments  were  received  and  have  been 
reviewed  by  the  agency.  The 
Commissioner  expects  to  publish  a 
notice  of  proposed  rulemaking  on  this 
subject  in  the  future. 

22.  A  comment  suggested  the  addition 
of  a  statement  in  the  “Precaution”  or 
“Warning"  section  of  the  labeling  format 
that  all  parenteral  drugs  should  be 
inspected  visually  for  particulate  matter 
or  discoloration,  or  both,  before 
administration,  whenever  the  solution 
and  container  permit. 

The  Commissioner  agrees  with  this 
comment  and,  accordingly,  has  added  a 
requirement  to  the  “Dosage  and 
Administration”  section  (§  201.57(j))  of 
the  labeling  regulations  that  parenteral 
drugs  are  required  to  include  a 
statement  that  they  should  be  visually 
inspected  for  particulate  matter  and 
discoloration  before  administration.  The 
Commissioner  concludes  that  the 
statement  should  be  included  with  the 
dosage  and  administration  information 
because  such  inspection  should  be  made 
at  the  time  the  dnig  is  administered. 

23.  A  comment  contended  that 
reminder  advertisements  should  be 
prohibited,  because  pure  promotion 
without  other  information  does  not 
inform  physicians  about  the  proper  uses 
and  consequences  of  a  drug.  The 
comment  also  contended  that 

Jnformation  about  serious  hazards  noted 
in  animal  tests  should  be  required  to 
appear  with  reminder  advertisements  as 
it  would  if  such  information  appeared  in 
the  “Warnings”  section  of  the  labeling 
format,  instead  of  in  the  “Animal 
Pharmacology”  or  “Pregnancy”  section. 

The  Commissioner  concludes  that  it 
would  be  inappropriate  for  this  final 
regulation  to  address,  without  the 
opportunity  for  public  comment,  a  total 
prohibition  of  reminder  advertisements. 
The  Commissioner  advises,  however. 


that  S  201.57(1)  provides  that  significant 
animal  data  necessary  for  safe  and 
efiective  use  of  a  drug  in  humans  is 
required  to  be  included  in  the 
appropriate  sections  of  the  labeling 
other  than  the  “Animal  Pharmacology 
and/or  Animal  Toxicology”  section. 
Accordingly,  animal  data  that  warrant 
such  attention  will  be  required  in  the 
“Warnings”  section  of  the  labeling  and 
§  201.57(e)  has  been  revised  to  so  state. 

24.  One  comment  objected  to  the 
proposal  on  the  ground  that  FDA 
currently  has  sufficient  sanctions 
available  to  it  to  prevent  misleading  or 
unfair  use  of  in  vitro,  animal,  or 
comparative  data  in  prescription  drug 
advertising. 

The  Commissioner  disagrees  with  this 
comment  The  efficient  enforcement  of 
the  act  by  FDA  requires  that  the 
regulated  industry  be  apprised  of  the 
criteria  under  which  labeling  will  be  in 
compliance  with  legal  requirements.  The 
purpose  of  these  regulations  is  to 
provide  a  more  concise  statement  of 
those  criteria.  Although  FDA  does  have 
sanctions  to  prevent  or  correct 
misleading  or  unfair  prescription  drug 
advertisements,  the  efficient 
enforcement  of  the  act  requires  the  use 
of  regulations  to  ensure  compliance. 

25.  A  comment  suggested  that  FDA 
had  not  seriously  reviewed  the 
comments  submitted  on  the  March  1974 
draft  before  publishing  the  proposal  in 
April  1975. 

The  Conunissioner  advises  that  all 
comments  on  the  March  1974  draft  of 
these  regulations  were  seriously 
reviewed  before  the  publication  of  the 
proposal  and  many  of  the  comments 
were  either  adopted  or  answered  in  that 
notice.  Those  comments  to  the  draft  that 
were  not  addressed  in  the  proposal,  or 
not  satisfactorily  addressed  in  it,  as 
indicated  by  the  subsequent  comments 
on  the  proposal,  are  answered  in  this 
preamble.  Nevertheless,  the 
Commissioner  advises  that  the  failure  to 
respond  to  a  specific  comment 
submitted  in  response  to  the  March  1974 
draft  in  no  way  affected  the  rights  of 
persons  to  comment  on  the  April  1975 
proposal  or  the  authority  of  the 
Commissioner  to  issue  ^al  regulations 
based  on  that  proposal. 

26.  A  comment  suggested  that 
prescription  drug  labeling  include 
dispensing  information  for  pharmacists, 
as  a  subsection  in  the  “Precautions” 
section,  and  a  checklist  in  the  labeling 
for  use  by  the  prescriber  and  dispenser 
of  the  drug.  The  comment  also 
recommended  that  indications  appear 
first  in  the  required  format,  that  the  drug 
name  appear  at  the  end  of  the  labeling, 
and  that  the  language  in  the  labeling  be 


standardized  in  lay  language,  e.g., 
“headache”  instead  of  “cephalalgia” 
and  “high  blood  pressure  of  unknown 
cause”  instead  of  “essential 
hypertension.” 

The  Commissioner  concludes  that  the 
labeling  format  includes  the  information 
necessary  for  pharmacists  in  dispensing 
prescription  drugs  and  that  to  add  a 
particular  subsection  containing 
dispensing  information  would  be 
redundant  The  Commissioner  also  does 
not  agree  with  the  other  suggestions 
made  in  this  comment  A  checklist,  such 
as  the  one  suggested,  might  distract  the 
prescriber’s  or  dispenser’s  attention 
from  equally  important  information 
contained  in  the  labeling  but  not  in  the 
checklist  thus  giving  the  information  in 
the  checklist  greater  conspicuousness 
than  it  deserves.  A  change  in  the  order 
of  the  labeling  format  e.g.,  placing  the 
“Indications”  section  first  would  not 
provide  any  advantage  over  the 
proposed  format  because  any 
standardized  format  will  permit  quick 
access  to  particular  information 
regardless  of  the  placement  of  that 
information  in  the  format  The 
Commissioner  finds  that  standardization 
of  prescription  drug  labeling  in  lay 
language  is  not  warranted  because  the 
labeling  for  prescription  drugs  is 
directed  to  the  health  professional  and 
not  the  layperson;  therefore,  the 
language  used  in  labeling  should  be  that 
most  capable  of  informing  the 
professional  practitioner.  In  addition,  as 
stated  in  paragraph  21  of  this  preamble, 
prescription  drug  labeling  for  patients  is 
under  consideration  by  the  agency. 

27.  A  conunent  suggested  that  the 
labeling  format  include  a  statement  of 
whether  the  drug  is  required  to  be 
dispensed  in  a  child-resistant  container 
or  whether  the  container  in  which  the 
drug  is  marketed  is  child-resistant. 

The  Commissioner  rejects  this 
comment.  Under  section  4(b)  of  the 
Poison  Prevention  Packaging  Act  of  1970 
(Pub.  L  91-601;  84  Stat  1671  (15  U.S.C.  - 
1473(b)))  a  prescription  drug  subject  to 
the  special  packaging  requirements  of 
that  act  may  be  dispensed  in 
nbncomplying,  i.e.,  non-child-resistant 
packages,  when  the  prescriber  so  directs 
in  the  prescription  or  when  the 
purchaser  so  directs.  Therefore,  because 
any  prescription  drug  may  be  dispensed 
in  a  non-child-resistant  container,  a 
change  in  the  prescription  drug  labeling 
in  this  respect  is  not  warranted. 

28.  Two  comments  suggested  that  the 
use  of  com  starch,  lactose,  com  simp, 
color  additives,  and  artificial 
sweeteners  be  required  to  be  listed  in 
the  labeling  because  such  ingredients 
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may  be  contraindicated  for  some 
persons. 

The  Commissioner  concludes  that  it 
would  be  inappropriate  at  this  time  to 
require  these  ingredients  to  be  listed  in 
prescription  drug  labeling.  Little  or  no 
data  are  available  to  demonstrate  the 
relationship  between  many  prescription 
drug  ingredients  and  possible  adverse 
reactions.  As  information  becomes 
available  to  the  Commissioner 
indicating  a  relationship  between  a 
particular  inactive  ingredient  and  a 
potential  hazard  to  consumers, 
appropriate  steps  will  be  taken  either  to 
require  labeling  to  contain  information 
about  the  relationship  or  to  prohibit  the 
ingredient’s  use  in  prescription  drugs. 

29.  A  comment  contended  that  the 
preamble  to  the  proposal  did  not 
adequately  clarify  the  effect  of  these 
regulations  on  the  DESI  labeling 
requirements  in  §  201.200  (21  CFR 
201.200). 

The  Commissioner  disagrees  with  this 
comment.  As  stated  in  paragraph  2  of 
the  preamble  to  the  April  7, 1975 
proposal,  these  regulations  are  not 
incompatible  with  the  requirement  in 
§  201.200  that  labeling  of  drugs  reviewed 
in  the  Drug  Efficacy  Study  and 
containing  indications  with  less-than- 
effective  ratings  include  an  appropriate 
qualification.  Under  S  201.200(b)(1),  the 
failure  to  disclose  the  boxed  statement 
regarding  the  National  Academy  of 
Sciences/National  Research  Council 
(NAS/NRC)  Drug  Efficacy  Study 
Group's  conclusions  concerning  the 
effectiveness  of  the  drug  constitutes  a 
failure  to  disclose  a  material  fact  within 
the  meaning  of  section  201  (n)  of  the  act 
(21  U.S.C.  321(n))  and  causes  the  drug  to 
be  misbranded. 

30.  A  comment  urged  that  all  recent 
changes  in  labeling  language  be 
accented  and  recent  additions  to 
labeling  be  highlighted. 

The  Commissioner  does  not  agree 
with  this  comment.  Accenting  or 
highlighting  particular  language  in 
labeling  would  give  greater 
conspicuousness  to  that  language  and 
might  detract  from  other  language  of 
equal  or  greater  importance,  and  thus 
mislead  or  confuse  physicians. 
Accordingly,  the  Commissioner  rejects 
this  suggestion. 

General  Requirements  on  Content  and 
Format  of  Labeling  for  Human 
Prescription  Drugs 

31.  Several  comments  objected  to  the 
proposed  requirement  that  labeling  not 
be  promotional  in  tone  on  the  grounds 
that  such  a  standard  is  too  vague  to  be 
equitably  enforced  and  that  promotional 
labeling  is  not  prohibited  by  the  act. 


One  comment  contended  that,  because 
the  package  insert  is  reproduced  in 
promotional  labeling,  the  purely 
promotional  copy  should  not  be 
restricted  as  §  201.56  requires. 

The  Commissioner  concludes  that 
these  comments  misinterpret  the 
provisions  of  §  201.56.  Section  201.56 
applies  to  the  portion  of  prescription 
dkig  labeling  diat  furnishes  or  purports 
to  furnish  adequate  information  for  the 
safe  and  effective  use  of  a  drug. 
Accordingly,  S  201.56  does  not  prohibit, 
nor  does  it  restrict,  purely  promotional 
copy  in  drug  labeling.  Instead,  it  requires 
that  the  portion  of  the  labeling  that 
provides  information  for  use,  or  that 
prescribes,  recommends,  or  suggests  a 
dosage  for  the  use  of  a  drug,  not  be 
promotional  in  tone.  The  Commissioner 
concludes  that  this  interpretation  is 
inherent  in  §  201.56,  as  proposed,  and 
therefore  no  change  in  diat  section  is 
necessary.  In  addition,  the  prohibition 
against  the  use  of  labeling  ftat  provides 
adequate  information  for  use  of  a  drug 
and  is  promotional  in  tone  is  sufficiently 
definite  to  apprise  prescription  drug 
manufacturers  and  distributors  of  the 
kind  of  labeling  statements  that  are 
prohibited. 

32.  A  comment  suggested  that 

§  201.56(a)  be  revised  to  state  that  a 
summary  of  the  essential  scientific 
information  on  a  drug  is  sufficient. 
Another  comment  suggested  that 
S  201.56(c),  regarding  general  criteria 
concerning  the  sources  of  data  and 
information  upon  which  labeling 
statements  are  based,  be  deleted  on  the 
ground  that  the  requirements  are 
already  expressed  in  the  act  and  the 
regulations  and  would,  therefore,  be 
redundant. 

The  Commissioner  has  revised 
§  201.56(a)  to  state  that  prescription 
drug  labeling  need  contain  only  a 
summary  of  the  essential  scientific 
information  required  for  the  safe  and 
effective  use  of  the  drug.  The 
Commissioner  does  not  agree,  however, 
that  §  201.56(c)  is  superfluous.  The 
comment  did  not  cite  any  specific 
sections  of  the  act  or  the  regulations  that 
result  in  §  201.56(c)  being  unnecessarily, 
repetitious.  Althou^  the  act  and  the 
regulations  clearly  restrict  the  use  of 
statements  in  labeling  such  as  those 
prohibited  by  §  201.56(c).  that  peu'agraph 
appropriately  restates  such  restrictions 
in  conjunction  with  the  prescription  drug 
labeling  format  in  §§  201.56(d)  and 
201.57.  Accordingly,  the  Commissioner 
rejects  the  suggestion  that  §  201.56(c)  is 
redundant. 

33.  A  comment  suggested  that  the 
“Product  Title"  section  precede  the 
“Description”  section  and  that  the 


information  in  §  201.57(a)(l)(i)  through 
(iv)  should  not  be  repeated  in  the 
“Description"  section  if  that  information 
is  stated  in  the  title. 

The  Commissioner  agrees  that  a 
“Product  Title”  section  may  precede  the 
“Description"  section  of  the  labeling  if  it 
otherwise  complies  with  the  act  and  the 
other  labeling  regulations,  and  has 
revised  §  201.56(d)  accordingly.  The 
“Product  Title”  section  of  prescription 
drug  labeling  may  contain  the  following: 
the  proprietary  name  and  the 
established  name  of  the  drug;  the  type  of 
dosage  form  and/or  the  route 
administration  to  which  the  labeling 
applies;  the  same  qualitative  and/or 
quantitative  ingredient  information 
required  for  labels;  if  the  product  is 
sterile,  a  statement  to  that  effect;  and 
the  name  and/or  place  of  business  of  the 
manufacfiirer,  packer,  or  distributor  of 
the  drug.  On  the  ground  that 
prescription  drug  labeling  should 
properly  be  in  a  standard  format  and 
address  the  same  subjects  under  each 
specific  section  heading,  however,  the 
Commissioner  concludes  that  the 
inclusion  of  particular  information  in  the 
“Product  Title"  section  of  prescription 
drug  labeling  should  not  exempt  the 
labeling  fi'om  any  requirement  that  that 
information  also  appear  elsewhere  in 
the  labeling. 

34.  One  comment  suggested  that 

§  201.56(e),  concerning  the  inclusion  of 
the  issuance  or  latest  revision  date  in 
drug  labeling,  be  revised  to  refer  only  to 
prescription  drug  labeling  required 
under  §  201.100(c),  that  is,  the  package 
insert. 

The  Commissioner  rejects  this 
comment.  The  date  that  the  labeling  for 
a  particular  drug  was  originally  issued 
or  revised  is  valuable  information  for 
practitioners.  It  will  inform  them  of  the 
currentness  of  the  labeling  and  may 
apprise  them,  in  the  case  of  an  old 
issuance  or  revision  date,  that  the 
labeling  may  have  been  superseded. 
Accordingly,  no  distinction  should  bc^ 
made  between  placing  a  revision  date 
on  the  package  insert  and  other  labeling. 
The  Commissioner  has  revised 
S  201.56(e),  however,  to  provide  that  the 
date,  identified  as  such,  of  the  original 
issuance  or  most  recent  revision  of  the 
labeling  must  be  prominently  placed 
immediately  after  the  last  section  of  the 
labeling.  That  placement  of  the  date 
conforms  to  the  present  practice  of  most 
manufacturers. 

35.  Two  comments  objected  to  the 
elimination  of  comparative  clinical  data 
and  quantitative  statements  of  safety 
and  effectiveness  on  the  ground  that  the 
practicing  physician  does  not  otherwise 
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have  ready  access  to  this  kind  of 
information. 

The  Commissioner  shares  the  concern 
of  the  comments  that  communication  of 
signiHcant  medical  information  should 
be  encouraged,  not  restricted.  The 
Commissioner  concludes,  however,  that 
this  is  not  a  proper  basis  for  including 
comparative  clinical  data  and 
quantitative  statements  of  safety  and 
effectiveness  in  prescription  drug 
labeling.  Labeling  is  not  intended  to  be  a 
dispositive  treatise  of  all  possible  data 
and  information  about  a  drug.  It  is 
intended  instead  to  advise  about 
potential  hazards  and  to  convey 
documented  statements  concerning  • 
safety  and  effectiveness.  The  act 
permits  labeling  statements  with  respect 
to  safety  only  if  they  are  supported  by 
scientiffc  evidence  and  are  not  false  or 
misleading  in  any  particular.  It  permits 
labeling  statements  about  effectiveness 
only  if  they  are  supported  by 
“substantial  evidence.”  To  avoid  giving 
physicians  possibly  erroneous  and 
incomplete  information,  comparative- 
statements  concerning  safety  and 
effectiveness  must  by  limited  to  those 
that  are  derived  from  adequate  and 
well-controlled  studies  designed  for  that 
specific  purpose.  The  regulations 
provide  for  waivers  firam  that 
requirement  where  there  is  significant 
evidence  in  the  scientific  literature 
substantiating  such  claims. 

The  Commissioner  recognizes  that 
some  physicians  have  limited  time  to 
devote  to  medical  journals,  treatises, 
meetings  of  professional  societies,  and 
other  sources  of  the  types  of  data  and 
information  mentioned  in  the  comment 
Labeling,  however,  cannot  be 
transformed  into  the  primary  source  of 
such  information  if  it  is  to  continue  to  be 
as  concise  and  clear  as  possible. 

Specific  Requirements  on  Content  and 
Format  of  Labeling  for  Human 
Prescription  Drugs 

Description 

36.  Many  comments  were  received  on 
§  201.57(a},  relating  to  the  information 
and  format  contained  under  the  section 
heading  “Description.”  Several 
comments  suggested  the  inclusion  or 
exclusion  of  particular  information  in 
that  section,  while  other  comments 
suggested  changes  in  the  format  under 
that  section  heading.  One  comment 
suggested  that  the  quantitative 
ingredient  information  would  be  better 
placed  in  the  “How  Supplied”  section  of 
the  format,  while  another  comment 
suggested  that  the  information 
contained  in  the  “How  Supplied” 
section  should  be  placed  in  conjunction 


with  the  proposed  “Description”  section. 
A  comment  also  suggested  that  the 
information  relating  to  the  storage 
conditions  and  stability  of  the  drug, 
included  in  the  “Dosage  and 
Administration”  section  of  the  proposed 
format,  should  be  placed  in  the 
“Description”  section  in  conjunction 
with  the  physical  and  chemical 
information. 

Although  the  proposed  format  for 
prescription  drug  labeling  might  be 
changed  without  changing  the 
substantive  requirements  of  §  201.57,  the 
Commissioner  concludes  that  the 
comments  suggesting  changes  in  the 
format  do  not  persuasively  show  why 
the  changes  presented  any  advantage 
over  the  proposed  format.  Accordingly, 
the  suggested  changes  in  the 
prescription  drug  labeling  format  have 
not  been  made.  Within  the  labeling 
format  as  proposed,  however,  certain 
information  may  properly  be  included  in 
different  sections  of  the  labeling  for 
different  drugs,  e.g.,  storage  conditions 
and  stability  data  for  a  d^  may 
properly  be  required  in  the  “Dosage  and 
Administration”  section  of  the  labeling 
if  it  pertains  to  reconstituting  the  drug, 
but  in4he  “How  Supplied”  section  if  it 
pertains  to  the  drug  as  marketed.  The 
Commissioner  finds  that  such  an 
interpretation  was  inherent  in  the 
proposal  and,  therefore,  no  change  is 
warranted  in  the  final  rule. 

37.  Two  comments  suggested  that 
terms  in  prescription  drug  labeling  be 
standardized.  One  comment  suggested 
that  dosage  forms  be  stated  according  to 
the  National  Drug  Code  Directory,  that 
chemical  nomenclature  in  labeling  be 
required  according  to  the  Chemical 
Abstracts  system,  and  that  the 
American  Hospital  Formulary  Service 
classification  system  name  or  number, 
or  both,  of  drugs  be  required  in  addition 
to  the  pharmacological  and  therapeutic 
class  of  the  drugs.  Another  comment 
contended  that  the  listing  of  the 
pharmacological  or  therapeutic  class  of 
the  drug  is  impractical  because  many 
drugs  have  multiple  pharmacological 
actions.  That  comment  suggested  that 
the  phrase  “if  practical”  be  added  to  this 
requirement  if  it  is  retained. 

The  Commissioner  agrees  that 
standardization  of  dosage  form 
descriptions  and  chemical  nomenclature 
is  desirable  and  would  create  a  uniform 
terminology  in  prescription  drug  labeling 
and  facilitate  commimication  between 
health  care  professionals  concerning 
prescription  drugs.  The  Commissioner 
does  not  agree,  however,  that  particular 
dosage  form  descriptions  or  chemical 
nomenclature  for  dnigs  should  be 
required  for  prescription  drug  labeling  at 


this  time.  The  standardization  of  terms 
in  dnig  labeling  is  under  consideration 
by  the  agency.  The  use  of  a  required 
classification  system  for  drugs  in  drug 
labeling  is  also  under  consideration  by 
the  agency  in  conjunction  with  the  class 
labeling  project  described  in  paragraph 
107  of  ^is  preamble.  At  the  conclusion 
of  that  project,  the  agency  may 
determine  whether  a  particular 
classification  system  should  be  required 
for  all  prescription  drugs.  The 
Commissioner  concludes  that  the 
labeling  of  drugs  with  multiple 
pharmacological  actions  should  list  the 
pharmacological  or  therapeutic  class  for 
only  those  indications  for  which  the 
drug  is  marketed. 

38.  Two  comments  asked  that  the 
requirement  for  including  the  chemical 
structural  formula  of  the  drug  be  made 
optional,  unless  there  are  compelling 
reasons  for  its  inclusion  for  a  particular 
drug.  Two  comments  contended  that  the 
structural  formula  should  not  be 
included  because  it  is  meaningful  only 
to  nonclinical  experts,  it  is  accessible 
from  other  sources,  and  it  would  add 
considerably  to  the  expense  of  the 
package  insert.  One  comment  contended 
that  the  chemical  name  is  only 
necessary  when  no  established  name 
exists. 

The  Commissioner  concludes  that 
including  the  chemical  name  and 
structural  formula  of  the  drug  in 
prescription  drug  labeling  will  not 
significantly  increase  its  cost,  and  that  it 
is  useful  information  for  many 
practitioners  and  medical  specialists. 
Accordingly,  the  requirement  is  retained 
in  the  final  regulation. 

39.  The  Commissioner  has  added  a 
new  subsection  to  the  “Description” 
section  of  the  prescription  drug  labeling 
format  to  clarify  that  the  important 
nuclear  physical  characteristics  of  a 
radioactive  drug  are  required  under  that 
section  of  its  labeling.  That  information 
would  have  been  required  imder  the 
general  provisions  of  the  “Description” 
section  as  proposed. 

40.  Several  comments  suggested 
changes  in  the  kind  of  information 
required  in  the  labeling  under 

§  201.57(a)(2).  A  comment  contended 
that  additional  physico-chemical  data 
should  be  restricted  to  data  with 
,  practical  relevance.  One  comment 
suggested  that  the  word  “shall”  be 
substituted  for  the  word  “should”  to 
require  the  type  of  information  listed,  if 
it  is  appropriate.  Two  comments  asked 
that  the  words  “or  properties”  be  added 
after  the  words  “or  physical 
information”  so  important  information 
would  not  be  excluded.  Another 
comment  asked  that  this  sentence  be 
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broadened  to  Include  important 
chemical  or  physical  information  about 
both  the  activ'e  ingredients  and  the  final 
formulation  of  the  drug,  as  well  as 
information  on  stability,  chemical  and 
physical  incompatibilities,  sugar 
content,  alcohol  content,  preservatives, 
and  stabilizers. 

The  Commissioner  advises  that 
§  201.57(aX2)  is  intended  to  require  the 
inclusion  of  the  kinds  of  descriptive 
information  concerning  a  drug,  other 
than  that  provided  for  in  paragraph 
{a)(l)  of  that  section,  that  are  necessary 
for  the  safe  and  effective  use  of  the  drug. 
Different  dosage  forms  or  routes  of 
administration  of  a  particular  drug  may 
require  that  certain  labeling  statements 
be  included  undw  this  subsection  of 
prescription  drug  labeling  to  ensure  that 
the  labeling  is  not  false  or  misleading.  It 
would  not  be  feasible  to  suggest  or 
specify  each  kind  of  information  that 
may  h«  necessary  for  every  particular 
prescription  drug.  Accordingly,  the 
Commissioner  concludes  tfiat 
§  201.57(a)(2),  as  proposed,  sufficiently 
apprises  the  regulat^  industry  of  the 
kinds  of  information  that  are  required  in 
prescription  drug  labeling  for  their 
particular  drugs,  if  appropriate.  Tlie 
Commissioner  agrees  with  the  comment 
that  the  word  “shall”  be  substituted  for 
the  word  “should,”  but  rejects  the  odier 
comments. 

Clinical  Pharmacology 

41.  Two  comments  objected  to 
“Clinical  Fliannacology”  as  the  heading 
for  §201 .57(b).  One  comment  contended 
that  the  word  “clinical”  is  gratuitous 
and  that  the  word  “pharmacology” 
would  be  appropriate  when 
pharmacologic  information  is  available 
and  necessary  for  clinical  use  of  a  drug: 
but  such  information  is  seldom  available 
and,  therefore,  the  term  “actions”  is  as 
descriptive  as  “pharmacology.”  Another 
conunent  argued  that  this  section  would 
be  more  correctly  entitled  “Mechanism 
of  Action  and  Pharmacokinetics,” 
because  other  sections  in  the  labeling 
format  also  require  information  on 
clinical  pharmacology. 

The  Commissioner  disagrees  with 
these  objections  to  the  title  of 
1 201.57(b).  The  phrase  “Clinical 
Pharmacolo^”  was  selected  to  describe 
the  type  of  information  listed  in  that 
section  because  it  is  a  recognized 
discipline  concerned  with  that  kind  of 
infonnation  and  because  the  agency 
wishes  to  stress  that  labeling  ^ouid 
contain  pharmacological  information 
that  is  clinically  relevant 

42.  One  comment  contended  that 
infonnation  should  be  included  in  this 
section  of  the  labeling  only  if  it  is  of 


significant,  norma),  and  practical 
clinical  applicability.  Two  comments 
argued  that  §  201.57(b)(1)  should  be 
rewritten  in  permissive  terms  whereby 
such  infonnation  would  be  included 
only  if  it  is  relev'ant  and  available, 
rather  than  in  the  mandatory  terms 
contained  in  the  proposal.  Another 
comment  contended  that  requiring 
“important”  pharmacokinetic 
infonnation  creates  a  sab^ctive 
standard  incapable  of  equitable 
enforcement 

The  Commissioner  concludes  that  no 
change  in  §  201.57(b)(1)  is  warranted  as 
a  result  of  these  comments.  Section 
201.56(d)(3)  provides  that  any  section  or 
subsection  of  the  labeling  format  may  be 
omitted  if  it  clearly  does  not  apply  to  a 
particular  drug;  accordingly, 
pharmacological  information  that 
clearly  lacks  clinical  applicability  is  not 
requred  by  §  201.57(b)  to  be  included  in 
prescr^tion  drug  labding.  The 
Commissioner  also  concludes  diat  the 
requirement  to  include,  in  prescription 
drug  labeling,  pharmacokinetic 
information  that  is  important  to  the  safe 
and  effective  use  of  a  drug  sets  an 
appropriate  standard  un^r  which 
manufacturers  can  determine  what 
pharmacokinetic  information  is  required 
in  prescription  drug  labeling.  Such 
information  is  important,  and  th^efore 
properly  included  in  prescription  drug 
labeling,  if  practitioners  would  find  it  to 
be  of  value  in  the  safe  and  effective  use 
of  the  drug. 

43.  Several  comments  suggested  that 
the  discussion  of  pharmacokinetic 
information  in  this  section  of  the 
labeling  was  incomplete  and  that  data 
on  the  following  should  be  included  to 
inform  practitioners  fully  about  this 
aspect  of  clinical  pharmacology*,  blood 
and  urine  levels;  dissolution  tests,  if 
possible,  for  all  solid  dosage  forms; 
route  of  excretion  of  the  drag  and  its 
active  metabolites  and  physiologic 
variables  influencing  excretion;  blood 
levels  achieved  with  the  recommended 
dosage;  therapeutic  blood  levels;  toxic 
blood  levels:  passage  across  placenta  or 
blood-brain  barrier;  percentage  of  a 
dose  as  unchanged  drug  and  as 
metabolites,  bo^  inactive  and  active; 
rate  or  half-time  of  elimination  in 
healthy  aduh  subjects  and  others,  such 
as  neonates  or  patients  with  renal  or 
hepatic  impairment;  information  on  the 
dialyzability  of  all  drugs  that,  taken  in 
excess,  may  be  fatal;  and  the  number  of 
doses  of  potentially  lethal  nondialyzable 
drugs  that  may  be  prescribed. 

The  Cmnmissioner  does  not  agree  that 
the  discussion  of  pharmacokinetic 
infonnation  in  §  201.57(bKl)  is 
incomplete.  Hiat  sectum  requires  known 


pharmacokinetic  information  that  is 
important  to  the  safe  and  effective  use 
of  a  drug  to  be  included  in  its  labeling. 
While  examples  of  the  kind  of 
information  required  are  listed,  that  list 
was  not,  nor  was  it  intended  to  be,  a 
complete  list  of  such  information. 

Because  of  the  comments  received  on 
that  section  of  the  labeling,  however,  the 
Commissioner  added  two  additional 
examples  of  pharmacokinetic 
information  ^at  may  be  important  for 
the  safe  and  effective  use  of  particular 
drugs.  Generally,  however,  the 
Commissioner  believes  that  an  attempt 
to  list  all  possible  tjrpes  of  such 
information  would  provide  no 
advantage  over  the  list  of  examples 
included  in  the  proposal. 

44.  Several  comments  objected  to  the 
requirement  in  §  201.57(bKl)  that  a 
statement  be  made  in  the  labeling  if  the 
pharmacological  Hiode  of  action  ^  the 
drug  is  unknown  or  if  important  human 
metabolic  or  pharmacokinetic  data  are 
imavailable,  on  the  ground  that  this 
information  may  be  unavailable  for 
older  drugs,  causing  the  statement  to  be 
misleading.  One  coaiment  objected  to 
that  requirement  on  the  ground  that 
acquiring  these  data  would  involve  risks 
to  patients  and,  therefore,  animal  or  in 
vitro  data  should  be  permitted.  Another 
comment  objected  to  the  statement 
restricting  tlw  inclusion  of 
pharmacokinetic  informatkm  to  that 
which  relates  to  clinical  use  of  the  drag, 
on  the  ground  that  it  implies  that 
physicians  will  be  misled  by  scientific 
data. 

The  Commissioner  disagrees  with 
these  comments.  Prescription  drug 
labeling  should,  if  possible,  provide 
practitioners  with  the  kind  of 
information  they  may  find  valuable  for 
the  safe  and  effective  use  of  drags.  If 
such  information  is  unknown  or 
unavailable  for  a  drag,  the  labeling 
should  properly  inclui^  a  statement  to 
that  effect.  The  regulation  does  not 
demand  that  such  infonnation  be 
obtained;  rather,  it  requires  that  labeling 
either  include  the  infonnation  if  it  is 
available  or  include  a  statement 
concerning  its  unavailability.  The 
Commissioner  does  not  believe  that  the 
statement  would  mislead  physicians,  but 
the  failure  to  include  any  reference  to 
that  information  would  itself  be 
misleading.  Although  pharmacokinetic 
information,  other  than  that  which 
relates  to  the  clinical  use  of  the  drug, 
may  be  of  value  to  certain  individuals,  it 
is  not  relevant  to  the  intended  function 
of  prescrii>tk>n  drag  labeling  and, 
therefore,  is  no!  properly  induded  in 
labeling.  The  Commissioner  therefore 
rejects  these  comments. 
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45.  A  comment  suggested  requiring 
statements  as  to  whether  pharmacology 
data  were  obtained  on  the  speciHc  drug 
covered  by  the  labeling  or  on  another 
manufacturer's  product  and,  if  they  were 
obtained  on  another  product,  whether 
information  is  available  on  the  product 
covered  by  the  labeling. 

The  Commissioner  concludes  that 
whether  pharmacology  data  obtained  on 
a  specific  drug  are  relevant  to  that  drug 
alone  or  to  other  members  of  a  class  of 
drugs  depends  on  the  facts  in  each 
particular  case  and,  accordingly  the 
types  of  statements  suggested  in  the 
comment  are  not  required  under  the 
final  regulation. 

46.  A  comment  contended  that  the 
proposed  required  disclaimer  in 

§  201.57(b)(2)  that  in  vitro  data  for  anti- 
infective  d^gs  are  available  but  "their 
clinical  significance  is  unknown,”  is 
inappropriate.  The  comment  urged  that 
the  statement  be  revised  to  read  “their 
clinical  significance  has  not  been 
adequately  documented,"  because  piany 
physicians  have  used  drugs  on  the  basis 
of  in  vitro  data  with  good  success, 
although  they  may  not  have  reported  it 
to  FDA,  to  the  manufacturer,  or  in  the 
literature.  Another  comment  questioned 
whether  the  required  statement  means 
that  FDA  recognizes  that  bacterial 
susceptibility  data  have  no  clinical 
significance  or  whether  FDA  asserts  that 
anti-infective  drugs  have  unique 
characteristics  that  can  be  explained  by 
in  vitro  studies. 

The  Commissioner  disagrees  with 
these  comments.  The  impressions  or 
beliefs  of  physicians,  although  they  are 
honest  and  may  prove  to  be  valid,  are 
an  improper  ground  upon  which  to  base 
statements  in  prescription  drug  labeling. 
(See  Weinberger  v.  Hynson,  Wescott  Br 
Dunning,  Ilic.,  412  U.S.  609  (1973).)  The 
act  generally  requires  that  statements 
about  effectiveness  of  a  drug  be  founded 
upon  adequate  and  well-controlled 
clinical  investigations.  Accordingly,  the 
qualification  statement  in  §  201.57(b)(2) 
is  necessary  if  in  vitro  data  for  anti- 
infective  drugs,  that  have  not  been 
shown  by  adequate  and  well-controlled 
clinical  studies  to  be  pertinent  to  clinical 
use  of  the  drug,  are  permitted  in 
perscription  dimg  labeling.  That  section 
of  the  labeling  permits  the  use  of  in  vitro 
data  for  anti-infective  drugs  without  the 
qualifying  statement  if  they  have  been 
shown  by  adequate  and  well-controlled 
studies  to  be  pertinent  to  clinical  use;  in 
vitro  data,  if  properly  qualified,  should 
also  be  allowed  in  prescription  drug 
labeling  when  their  clinical  significance 
is  unknown,  on  the  ground  that 
physicians  traditionally  use  in  vitro  data 
in  practice  to  judge  whether  a  drug  may 


be  clinically  useful  in  a  particular 
situation.  Accordingly,  Ae 
Commissioner  believes  that  the 
comment  questioning  FDA’s  position 
regarding  the  clinical  significance  of 
bacterial  susceptibility  data  and  the 
particular  characteristics  of  anti- 
infective  drugs  misinterprets  that 
section  of  the  labeling  format  and, 
except  for  editorial  changes, 

§  201.57(b)(2)  is  finalized  as  proposed. 

47.  A  comment  suggested  that  a  third 
subparagraph  be  added  to  §  201.57(b)  to 
require  manufacturers  of  antibiotic 
drugs  to  provide  information  concerning 
spectrum  and  resistance  because  that 
information,  although  it  does  not  apply 
to  most  prescription  drugs,  is  essential 
for  the  rational  use  of  antibiotics.  The 
comment  also  suggested  that  it  would  be 
useful  to  practitioners  to  have  selective 
studies  on  these  subjects  available  in 
the  labeling. 

Section  201.57(b)(2)  permits 
information  on  spectrum  and  resistance 
in  the  labeling  of  antibiotic  drugs  if  it  is 
properly  qualified.  The  Commissioner 
concludes,  however,  that  requiring  that 
information  in  the  labeling  of  all 
antibiotic  drugs  would  impose  a  burden 
on  manufacturers  without  a 
corresponding  benefit  to  prescribers  of 
the  drugs,  because  that  information  may 
be  subject  to  frequent  change  and 
become  rapidly  outdated  as  new 
information  is  developed.  Accordingly, 
the  Commissioner  does  agree  with  the 
comment.  As  discussed  in  paragraph  139 
of  this  preamble,  references  to  articles 
in  the  scientific  literature  may  be 
included  in  prescription  drug  labeling 
under  certain  circumstances. 

Indications  and  Usage 

48.  Several  comments  objected  to  the 
apparent  disparity  between  requiring 
the  inclusion  of  only  those  indications 
supported  by  substantial  evidence 
based  on  adequate  and  well-controlled 
studies  and  requiring  the  inclusion  of 
adverse  reactions  that  are  reasonably 
associated  with  the  use  of  the  drug. 
These  comments  suggested  that  two 
categories  be  established  in  both  the 
“Indications”  and  “Adverse  Reactions” 
sections  of  the  labeling;  one  category  for 
indications  and  adverse  reactions 
supported  by  substantial  evidence,  and 
another  for  indications  and  adverse 
reactions  based  on  uncontrolled  studies, 
published  literature,  and  clinical 
observations.  The  comments  recognized 
that  advertising  and  promotional 
labeling  containing  information  in  the 
second  category  should  be  required  to 
specify  the  basis  for  those  indications  or 
adverse  reactions.  Another  comment 
suggested  that  §  201.57(c)(1)  be 


reworded  to  read  “This  section  shall 
state  explicitly  those  situations  in  which 
the  drug  should  be  prescribed  as 
supported  by  adequate  evidence  of 
safety  and  efficacy.”  One  comment 
contended  that  adverse  reactions  for  a 
class  of  drugs  should  not  be  required  in 
the  labeling  if  indications  for  other 
members  of  a  class  of  drugs  are  not 
permitted  for  each  drug  in  the  class. 

Two  comments  argued  that  the 
requirement  in  $  201.57(c)(2)  that  all 
indications  must  be  supported  by 
substantial  evidence  based  on  adequate 
and  well-controlled  studies  should  be 
deleted  on  the  ground  that  it  may  be 
illegal  and  inconsistent  for  some  DESI- 
reviewed  drugs,  pre-1938  drugs,  and 
drugs  that  may  be  subject  to  an  old  drug 
monograph  system.  One  comment 
contended  that  this  section  is 
inconsistent  with  FDA's  statutory 
mandate  that  an  NDA  be  approved  if 
adequate  evidence  of  safety  and 
substantial  evidence  of  effectiveness 
have  been  submitted  and  that  this 
requirement  should  be  reworded  to 
require  only  those  indications  in  the 
approved  NDA. 

The  Commissioner  rejects  these 
comments.  As  stated  in  the  preamble  to 
the  proposal,  it  is  essential  to  the  safe 
use  of  a  drug  for  the  physician  to  know 
all  adverse  reactions  that  are  likely  to 
occur  with  it.  For  drugs  that  are  closely 
related  chemically  or  pharmacologically, 
the  inclusion  of  all  adverse  reaction 
information,  whether  or  not  all  such 
reactions  have  been  reported  with  the 
specific  drug,  is  medically  sound. 

The  Commissioner  believes  that  the 
comments  reflect  a  misunderstanding  of 
the  statutory  requirements  for 
prescription  drug  labeling: 

First,  the  labeled  indications  for  every 
new  drug,  as  defined  in  section  2011[p)  of 
the  act,  must  be  supported  by 
substantial  evidence  of  effectiveness, 
which  is  defined  in  section  505(d)  of  the 
act  to  consist  of  adequate  and  well- 
controlled  studies.  It  is  true  that  claims 
for  certain  new  drugs  that  are  subject  to 
the  DESI  program  have  not  yet  been 
foimd  to  be  supported  by  such  evidence; 
however,  the  application  of  the 
effectiveness  requirements  of  the  Drug 
Amendments  of  1962  (Pub.  L.  87-781;  76 
Stat.  780-796)  is  proceeding  under  a 
timetable  and  will  ultimately  cover  all 
DESI  drugs.  In  the  meantime,  as 
explained  in  paragraph  29  of  this 
preamble  and  required  in  §  201.200, 
those  indications  that  have  not  yet  been 
found  by  FDA  to  be  supported  by 
substantial  evidence  of  effectiveness 
must  be  separated  from  other 
indications,  placed  in  a  box,  and 
appropriately  qualified. 
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Second,  regarding  prescription  drugs 
which  may  h«  subject  to  an  old  drug 
monograph  system,  dte  Commissioner 
advises  ^at  no  proposal  for  such  a 
system  is  pending  and  that,  in  any  event, 
the  agency  will  not  declare  a  drug  to  be 
generally  recognised  as  effective  (and 
otherwise  not  a  new  drug  as  defined  in 
section  2(n(p)  dP  the  act)  unless  diere 
exists  evidence  similar  to  that  required 
in  section  505(d)  of  the  act  and  the 
implementing  regulations 
(§  314.111(aK5)(ii)  (21  CFR 
314.111(a)(5Hii))).  The  Supreme  Court  of 
the  United  States  has  said  that  “the 
hurdle  of  ‘general  recognition'  of 
effectiveness  requires  at  least 
‘substantial  evidence’  of  effectiveness 
for  approval  of  an  NDA.  In  the  absence 
of  any  evidence  of  adequate  and  well- 
controlled  investigation  supporting  the 
efficacy  of  [the  dri^  involved  in  that 
case],  a  fortiori  [that  (kug]  would  be  a 
‘new  drag’  subject  to  the  provisions  of 
the  act.”  (See  Weinberger  v.  Hynson, 

Wes  tcxf  it  S'  Dunning,  412  U5l  609,  629- 
630  (1973)  (footnote  omitted).) 

Third,  as  to  drugs  marketed  before 
1938,  only  those  that  have  been 
continuously  marketed  with  the  same 
composition  and  tmchajoged  labeling 
since  1938  are  exempt  firm  the 
definition  of  “new  drag”  in  section 
201(p)  of  the  act  and  consequently  not 
subject  to  section  505  of  the  act.  But 
these  “grandfather  drugs,”  as  well  as 
those  that  were  “grandfathered”  in 
section  107(c)(4)  of  the  Drug 
Amendments  of  1962.  remain  subject  to 
section  502  of  the  act  If  sudi  drugs  are 
not  effective  for  one  or  more  indications 
in  their  labeling,  the  labeling  could  not 
bear  adequate  directions  for  use, 
contrary  to  section  502(f)  of  the  act.  A 
prescription  drug  may  be  exempted  from 
the  requirements  of  section  502(f)  by 
FDA  regulation.  The  Commissioner 
concludes  that  the  standard  of 
substantial  evidence  of  effectiveness 
demonstrated  by  adequate  and  well- 
controlled  studies  by  experts,  which 
was  adopted  by  Congress  for  new  drugs 
in  section  505(d)  of  the  act  and  has  been 
interpreted  by  FDA  in  §  314.111(a)(5)(ii) 
and  upheld  by  the  Supreme  Cm^  is 
lawfxil  and  appropriate  as  the  standard 
for  an  exemption  from  section  502(f)  of 
the  act.  and  the  Commissioner  has  set 
forth  that  standard  in  §  201.57(c)(2)  of 
these  regulations. 

The  Commissioner  also  advises  that  it 
is  the  position  of  FDA  that  labeling 
indications  not  supported  by  adequate 
and  well-controlled  studies  are  false  and 
misleading,  in  violation  of  section  502(a) 
of  the  act.  Although  it  is  true  that  the 
agency  has  the  biutlen  of  proving  that 
labeling  violates  section  5Q2(a)  of  the 


act,  the  absence  of  substantial  evidence 
of  efiectiveness,  particdarly  for  a 
product  mariceted  continuously  for  at 
least  40  years,  creates  a  presumption 
that  the  drug  has  been  neither  generally 
recognised  as  effective  by  experts  nor 
demonstrated  to  be  elective  under 
contemporary  scientific  standards;  such 
a  presumption  places  the  burden  of 
coming  forward  with  evidence  of  ^ 
effectiveness  on  the  manufacturer  or 
distributor.  Thus,  the  Commissioner 
rejects  the  comments  to  the  effect  that 
§  201.57(c)(2)  may  be  illegal  or 
inconsistent  for  certain  prescription 
drugs,  and  to  the  effect  that  this  section 
should  be  reworded  to  apply  only  to 
prescription  drugs  with  approved 
NDA’s. 

49.  A  comment  suggested  that  the 
introductory  phrase  in  §  201.57(c)(1) 
“Under  this  section  heading,  the  labeling 
shall  state,”  be  revised  to  read,  “the 
indications  for  the  drug  shall  be  stated 
in  accordance  with  the  following 
sections,”  and  that  the  word  ”or”  be 
deleted  before  1 201.57(c)  (1)  (ii)  and 
(iii),  because  some  drugs  may  have 
indications  in  each  of  ^  three  areas 
described.  One  comment  objected  to  the 
example  given  in  proposed 

§  201.57(c)(l)(i)  on  the  ground  that  an 
antibiotic  is  indicated  for  the  treatment 
of  infections  due  to  susceptible 
organisms.  Another  comment  objected 
to  any  change  in  present  claim 
structures  on  the  ground  that  it  might 
alter  currently  ef&ctive  physician  usage 
patterns. 

The  Commissioner  agrees  that  some 
drugs  may  be  indicated  for  use  in  more 
than  one  of  the  three  areas  described  in 
§  201.57(c)(1)  and  has  revised  that 
section  to  provide  for  multiple 
statements  of  indications.  The  example 
in  §  201.57(c)(l)(i)  has  also  been  revised 
as  suggested  in  the  comment  The 
Commissioner  advises,  however,  that 
the  purpose  of  the  examples  of 
indications  in  §  201.57(c)  is  to 
demonstrate  that  indications  that  are 
site  specific  or  organism  specific  are 
generally  preferable  to  vague  or  general 
claims.  In  that  respect,  the 
Commissioner  does  not  agree  with  the 
comment  that  a  change  in  the  format  for 
presenting  information  on  indications 
for  a  drug  in  prescription  drug  labeling 
presents  any  disadvantage  over  that 
currently  used.  The  Con^ssioner  is 
convinced  that  naore  precision  under 
§  201.57(cXl)  concerning  mdications 
given  in  labeling,  if  it  alters  physicians’ 
usage  patterns  at  all,  will  improve  the 
usage  patterns. 

50.  A  comment  objected  to  the 
proposed  requirenoent  in 

§  201.57(cXl)(iv)  that  a  drag  used  only 


as  an  adjunct  to  a  primary  mode  of 
therapy  be  so  labeled,  on  the  gronnd 
that  a  determination  of  what  therapy  is 
primary  and  what  is  secondary  is  a 
compficated  decision  that  must  be  made 
by  the  practicing  physician  concerning 
the  individual  patient,  radier  dian  by 
FDA  or  the  drug  manufacturer. 

The  Commissioner  advises  that 
i  201.57(c)(l)pvJ  provides  tfiat  a  drag 
need  be  labeled  as  an  adjxmct  to  a 
primary  mode  of  therapy  only  if  it  is 
used  for  a  particular  indication  in 
conjunction  with  that  therapy.  If  a  drug 
has  been  shown  to  be  safe  and  effective 
for  an  indication  only  as  an  adjunct  to 
another  mode  of  therapy,  it  must  be  so 
labeled.  If  the  drug  is  used  for  a 
particular  indication,  either  as  the 
primary  mode  of  therapy  or  as  an 
adjunct,  however,  a  qualifying  statement 
is  not  required. 

51.  Several  comments  objected  to  die 
proposed  list  of  additional  information 
in  S  201.57(c)(3)  to  be  included  under  die 
“Indications  and  Usage”  section  of  the 
labeling.  The  comments  argued  that  die 
information  listed  is  overly  restrictive, 
that  it  would  limit  a  physician's 
flexibility  in  unusual  or  special  clinical 
situations,  that  the  information  is  often 
unknown  when  a  new  drug  is  first 
marketed,  and  that,  when  the 
information  is  available,  it  should  be 
placed  in  a  medical  text  rather  than 
labeling.  One  comment  suggested  that 
this  information  be  included  in  the 
labeling  in  the  form  of  suggestions  to  the 
physician. 

The  Commissioner  rejects  these 
comments,  which  appear  to  be  based  on 
a  lack  of  understanding  of  the  proper 
function  of  prescription  drug  labeling. 

.As  previously  stat^  prescription  drag 
labeling  is  intended  to  provide  the 
physician  with  the  information 
necessary  for  the  safe  and  effective  use 
of  the  drug.  If  certain  information  is 
inappropriate  for  a  particular  drug,  it  is 
not  required  in  drug  labeling.  Similarly, 
a  physician’s  decision  to  use  a  drug  in  a 
given  situation  depends  upon  all  of  the 
facts  surrounding  that  use,  and  not 
solely  upon  whether  or  not  that  use  is 
indicated  in  the  drag’s  labeling. 
Accordingly,  the  Commissioner  has 
made  no  change  in  die  final  regulation 
because  of  these  comments. 

52.  One  comment  suggested  that,  if  the 
requirement  of  §  201.^(c)(3)(i)  to  state 
limitations  of  usefulness  tif  a  drag  is 
biterpreted  together  with  the  proposed 
list  of  adverse  reactions  for  the  class  of 
drugs  required  by  §  201.57(g),  physicians 
could  be  confused  and  nusdirected 
about  the  use  of  the  drag  in  therapy. 
Another  comment  thought  that 

i  201.57(c)(3)(i)  would  require  a  listing  of 
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all  indications  for  which  the  drag  should 
not  be  used. 

The  Commiasioner  advises  that  the 
infonnation  required  concerning  the 
limitations  of  usefulness  of  a  di^  is  that 
which  applies  to  the  approved 
indications  for  die  drug;  e.g.,  if  a  drug  is 
indicated  for  the  treatment  of 
hyp^ension,  but  Substantial  evidence 
is  not  available  to  support  the 
effectiveness  of  the  drug  in  severe  cases, 
then  the  labeling  is  required  to  state  that 
fact.  The  Commissioner  believes  that  (he 
increased  accuracy  of  the  statements  on 
the  usefulness  of  drugs  for  their  labeled 
indications,  together  with  the 
information  concerning  adverse 
reactions,  will  aid  physicians  in  using 
drugs  safely  and  effectively  and  for  the 
purposes  for  which  they  are  intended.  A 
listing  of  all  indications  for  which  the 
drug  should  not  be  used  is  not  required, 
nor  was  that  the  intent  of  the  proposal. 
Therefore,  no  changes  are  justified  by 
these  comments. 

53.  A  comment  suggested  that  the 
word  ^‘substantial”  be  added  before  the 
word  “evidence”  in  (he  first  sentence  of 
§  201.57(c)(3](i)  to  make  it  correspond 
with  the  degree  of  support  needed  for 
other  efficacy  information  and  as 
defined  in  section  505(dl  of  the  act. 

The  Commissioner  does  not  agree 
with  fiiis  comment  The  “substantial 
evidence”  standard  clearly  reflects 
prevailing  scientific  and  medical  views, 
and  was  established  by  Congress,  as  the 
type  of  information  necessary  to 
demonstrate  drug  e^ctiveness.  It  is  an 
inappropriate  standard,  however,  for 
requiring  statements  in  drug  labeling  on 
potential  hazards  from  the  use  of  a  drug, 
such  as  its  latdc  of  effectiveness  in  a 
particular  population. 

54.  Several  comments  objected  to  the 
provision  in  {  201.57(c)(3)(i)  requiring  a 
statement  of  specific  tests  needed  Tor 
selection  or  monitoring  of  die  patients 
who  need  the  drug;  die  comment  argued 
that  such  a  statement  could  be 
volrrminous  and  that,  if  a  particular  test 
is  necessary  for  die  safe  and  efiective 
use  of  a  drug,  the  law  as  written  already 
requires  its  inchision  in  the  labeling. 

The  Commissioner  concludes  drat  a 
statement  in  prescription  drug  labeling 
of  the  specific  tests  needed  for  selection 
or  monitoring  of  the  patients  who  need 
the  drug  is  appropriately  required  in  die 
labeling  format.  Statements  on  specific 
tests  may  be  necessary  to  convey 
benefit-to-risk  considerations  in  the  use 
of  a  drug,  e.g.,  restricting  the  use  of 
certain  toxic  drugs  to  very  narrow 
indications  defined  by  laboratory  tests. 
Whether  listing  tests  in  drug  labeling 
will  greatly  lengthen  prescription  drug 
labeling  will  depend  upon  die  particular 


drug  to  which  the  laheliqg  applies; 
howevm,  current  labeling  fiiat  provides 
this  irformationis  not  voluminous.  Tbe 
Commissioner  also  concludes  that 
restating  die  requirement  in  the  final 
regulation  will  help  to  ensure 
compliance  wtdi  the  legal  requirements 
for  drug  labeling. 

55.  Several  comments  objected  to  die 
requirement  in  S  201.57(c)(3)[i)  that  the 
labeling  include  information  on  the 
approximate  kind,jde^ee,  and  duration 
of  iipprovementto  be  anticiperted  widi 
use  of  the  drug;  the  comment  stated  dial 
the  requirement  is  unrealistic  with  die 
information  usually  available  and  the 
information  coidd  mislead  physicians. 
One  comment  suggested  that  diis  type  of 
information  be  included  in  the  ‘Oosage 
and  Administration”  section  of  tiie 
labeling,  because  diat  section  includes 
information  on  dosages,  route  and 
duration  of  administration,  and 
modification  of  dosage  in  special  patient 
populations.  Anodier  comment 
suggested  that  the  requirement  be 
deleted  because  the  information  is  not 
relevant  to  the  use  of  the  drug  and  could 
rapidly  become  outdated.  Other 
comments  also  cautioned  tiiat  FDA  not 
interpret  this  requirement  in  a  manner 
that  would  force  manufacturers  to  use 
language  guaranteeing  certain  results 
finm  die  use  cf  tiie  drug.  Yet  another 
comment  suggested  that  the  maximum 
number  of  days  recommended  for  daily 
use  of  die  drug  should  be  stated  for 
drugs  whose  efficacy  varies  as  a 
fnn^on  of  duration  of  use  because  of 
adaptation  or  tolerance. 

The  Commissioner  concludes  that 
information  on  die  iqiproximate  kind, 
degree,  and  duration  of  improvement  to 
be  anticipated  is  valuable  to  physicians 
in  die  safe  and  effective  use  of  a  drug  if 
it  is  based  iqion  adequate  and  well- 
controlled  studies  or  other  adequate 
scientific  substantiation.  Obviously,  if 
substantiation  is  imavailable,  this 
information  should  be  omitted  fi-om  the 
labeling.  The  Commissioner  also  advises 
that  this  provision  is  not  intended  to, 
and  will  not,  cause  manufacturers  to 
guarantee  results  fi’om  the  use  of  their 
producte  in  individual  patients;  rather,  fi 
requires  diat  general  information  on 
anticipated  improvement  be  included  in 
prescription  dnig  labeling.  This 
subsection  of  the  labeling  would  include 
information  such  as  die  maximum 
niunber  of  days  recommended  for  daily 
use  of  a  drug.  Tbe  Commissioner  agrees 
that  this  type  of  information,  in  certain 
instances,  may  be  more  appropriately 
included  in  the  “Dosage  and 
Administration”  section  of  die  labeling 
format  and  has  revised  the  final 
regulation  accordingly. 


56.  A  comment  considered  the 
distinction  in  §  201.57(e)(Slfnil  between 
“short-term  ase"”  and  'Tong-term  use”  of 
a  drug  to  be  aibitrcny  and  auggeated  that 
it  be  clarified  to  ensure  diet  it  not  have  a 
generdl  impact  upon  all  chronically 
administered  dni^. 

Ibe  Commissioner  condudes  that 
definite  time  periods  cannot  be 
established  in  the  labeling  format  for 
difierentiating  between  ^  short-term 
and  long-term  use  of  all  drugs. 
Application  of  this  requirement  to  drug 
labeling  must  be  done  on  an  individual 
basis,  ‘i^en  data  exist  demonstrating 
differences  between  the  use  of  a  drug 
over  a  short  period  of  time  and  the 
chronic  administration  of  the  drug,  or 
demonstrating  specific  conditions  that 
diould  be  met  before  the  drug  is 
administered  chronically,  tiiey  are 
appropriately  referenced  in  prescription 
thug  bcbeling.  ff  no  distinction  exists 
between  file  short-  and  long-term  use  of 
a  drug  or  if  a  drug  is  intended  only  for 
chronic  administration,  this  section  of 
the  labeling  format  would  not  apply  to 
the  drug  and  could  be  omitted  from  its 
labeling. 

57.  Several  comments  objected  to 
§  201.57(c)(3)(ivl  relating  to  a  required 
statement  of  the  lack  of  evidence  of 
effectiveness  for  a  certain  use  of  a  drug 
if  there  is  a  common  belief  of 
effectiveness  or  a  common  use  of  a  drug 
for  a  condition.  Comments  contended 
that  the  terms  ^‘common  belief  and 
“common  use”  are  too  subjective  to  be 
equitably  enforced  and  that  FDA  has  no 
authority  to  impose  smdi  a  requirement. 
A  comment  aigued  that  this  requirement 
would  force  the  manufacturer  to  monitor 
the  medical  profession  to  determine  for 
what  uses,  other  than  approved 
indications,  a  drug  is  being 
administered.  Two  comments  contended 
that  such  a  statement  would  limit 
common  drug  usage  by  physicians  and 
thus  raise  their  risk  of  malpractice 
litigation.  Anoflier  comment  suggested 
that  this  requirement  would  be  more 
appropriate  under  the  “Warnings”  or 
“Contraindications”  section  of  the 
labeling.  One  comment  suggested 
broadening  this  requirement  to  include  a 
statement  of  a  lade  of  evidence  that  a 
class  of  drugs  is  effective  for  a  cprtain 
use,  if  there  is  a  common  belief  that  all 
drugs  of  the  same  class  may  be  effective 
for  a  certain  use,  or  if  there  is  a  common 
use  of  a  class  of  drugs  for  a  condition, 
but  there  is  a  lack  of  substantial 
evidence  that  the  class  of  drugs  is 
effective  for  that  use.  A  comment 
requested  clarification  of  the 
“preponderance  of  evidence”  standard 
for  requiring  this  statement  and 
questioned  the  authority  of  FDA  to  use 


37446 


Federal  Register  /  Vol.  44.  No.  124  /  Tuesday.  June  26,  1979  /  Rules  and  RegiJations 


any  standard  other  than  substantial 
evidence.  One  comment  requested  that 
labeling  be  required  to  include  a 
statement  of  the  common  belief  that  a 
drug  may  be  elective  for  a  particular 
indication,  when  such  a  common  belief 
exists,  although  substantial  evidence  of 
e^ectiveness  for  that  indication  is 
lacking. 

The  Commissioner  concludes  that 
§  201.57(c)(3)(iv)  requires  clarification 
because  it  was  intended  only  to  require 
a  statement  in  drug  labeling  when  a  drug 
continues  to  be  used  for  a  condition  in 
the  face  of  a  preponderance  of  scientiHc 
evidence  that  it  is  ineffective  for  the 
condition.  Accordingly,  paragraph 
(cKSKiv)  has  been  revised  to  state  that 
FDA  may  require  a  statement  in  labeling 
for  a  drug  if  Uie  agency  Hnds  that  there 
is  a  common  belief  that  the  drug  may  be 
elective  for  a  certain  use,  or  if  there  is  a 
common  use  of  the  drug  for  a  condition, 
but  the  preponderance  of  evidence 
related  to  the  use  indicates  that  the  drug 
is  ineffective. 

The  Commissioner  rejects  the 
remaining  comments  concerning  this 
provision.  The  act  requires  that 
indications  in  drug  labeling  be 
supported  by  substantial  evidence  of 
effectiveness,  as  discussed  in  paragraph 
48  of  this  preamble.  Accordingly,  the 
“common  belief  of  the  effectiveness  of 
a  drug  for  a  particular  indication  is  an 
impermissible  groimd  upon  which  to 
base  statements  of  effectiveness  in  drug 
labeling.  However,  if  there  is  a  common 
belief  that  a  drug  may  be  effective  for  a 
certain  use  or  if  there  is  a  common  use 
of  the  drug  for  a  condition,  but  the 
preponderance  of  evidence  related  to 
the  use  indicates  that  the  drug  is 
ineffective,  the  lack  of  effectiveness  of 
the  drug  for  that  use  is  a  material  fact, 
and  the  failure  to  reveal  that  fact  in  the 
drug’s  labeling  causes  the  labeling  to  be 
misleading  under  §  1.21  (21  CFR  1.21). 
Accordingly,  it  is  appropriate  to  require 
in  §  201.57(c](3)(iv)  die  affirmative 
disclosure  of  the  ineffectiveness  of  the 
drug  for  the  use.  The  Commissioner 
believes  that  FDA  will  be  able  to 
determine  whether  or  not  a  “common 
belief  or  “common  use”  exists  for  a 
particular  drug  on  the  basis  of 
information  available  to  the  agency, 
including  articles  in  the  science 
literature. 

The  Commissioner  does  not  find  it 
necessary  to  extend  this  requirement  to 
a  class  of  drugs.  If  there  is  a  common 
belief  of  the  effectiveness  of,  or  a 
common  use  of,  a  class  of  drugs  for  a 
condition,  and  the  scientific  evidence 
indicates  a  lack  of  effectiveness  of  the 
members  of  the  class  for  that  use,  each 
member  of  the  class  will  be  subject  to 


the  requirements  of  §  201.57(c)(3)(iv),  an 
appropriate  statements  will  be  required 
in  the  “Indications  and  Usage”  sections 
of  their  labeling.  Although  past  practice 
has  sometimes  placed  these  types  of 
statements  in  the  “Warnings”  section  of 
labeling,  their  placement  in  the 
“Indications”  section  of  drug  labeling  on 
grounds  of  lack  of  effectiveness,  or,  as 
discussed  in  paragraph  66  of  this 
preamble,  the  “Warnings”  section  on 
grounds  of  lack  of  safety,  will  be  more 
effective  in  transmitting  this  information 
to  the  prescriber. 

The  Commissioner  believes  that 
including  this  kind  of  information  in 
prescription  drug  labeling  will  limit  drug 
usage  by  physicians  only  insofar  as  they 
might  use  a  drug  for  an  indication  for 
which  the  preponderance  of  scientific 
evidence  indicates  a  lack  of 
effectiveness.  Therefore,  the 
Commissioner  concludes  that  the 
objection  to  this  requirement  on  that 
ground  does  not  warrant  any  change  in 
the  labeling  format 

58.  Several  comments  objected  to 
§  201.57(c](3](v),  which  requires  that 
statements  comparing  a  dnig’s  safety 
and  effectiveness  wi^  the  safety  and 
effectiveness  of  other  agents  for  the 
same  indication  be  supported  by 
substantial  evidence,  alleging  that  if 
would  require  too  much  effort  to  prove 
the  obvious  and  that  physicians  may  be 
deprived  of  important  information  on 
the  relative  effectiveness  of  drugs.  One 
comment  asked  whether  a  maniiiacturer 
whose  drug  has  been  shovm  to  be 
inferior  to  another  drug  by  substantial 
evidence  supported  by  adequate  and 
well-controlled  studies  will  be  required 
to  reveal  that  information  in  its  labeling. 
Another  comment  asked  whether  the 
agency  will  require  that  comparative 
effectiveness  data  be  developed  before 
a  drug  is  approved,  or  whether  this 
restriction  applies  only  to  advertising 
claims.  A  comment  suggested  that  FDA 
require  comparative  data  for  drugs  of 
the  same  therapeutic  or  pharmacologic 
class. 

The  Commissioner  concludes  that 
comparative  statements  of  safety  and 
effectiveness  for  drugs  are  properly 
included  in  drug  labeling  only  if  they  are 
supported  by  substantial  evidence 
derived  from  adequate  and  well- 
controlled  studies.  A  labeling  statement 
that  a  drug  is  safer  or  more  effective 
than  another  drug  is  false  or  misleading, 
and  the  drug  is  misbranded  under 
section  502(a)  of  the  act,  unless  the 
statement  is  properly  substantiated. 
Drug  consumers  and  prescribing 
physicians  are  entitled  to  expect  that 
comparative  statements  of  safety  or 
effectiveness  will  not  be  made  without 


veriffcation.  The  Commissioner 
recognizes,  however,  that  a  requirement 
that  comparative  labeling  statements  be 
supported  by  substantial  evidence  may 
be  unreasonable  for  some  drugs. 
Accordingly,  S  201.57(c)(3)(v)  provides 
for  a  waiver  of  that  requirement  upon  a 
showing  that  the  substantial  evidence 
standard  is  not  reasonably  applicable  to 
the  drug  and  that  the  comparative 
statements  of  safety  or  effectiveness  can 
be  substantiated  by  an  alternate  method 
of  investigation.  The  Commissioner 
advises  that  §  201.57(c)(3)(v)  does  not 
require  that  comparative  safety  or 
efffcacy  data  be  developed  for  a  drug: 
rather,  it  requires  that  comparative 
statements  of  safety  or  effectiveness  in 
-prescription  drug  l^eling  be  supported 
by  substantial  evidence  or  other 
adequate  scientiffc  evidence.  Similarly, 
if  substantial  evidence  derived  from 
adequate  and  well-controlled  studies 
has  shown  a  drug  to  be  inferior  or 
superior  to  another  drug,  a  statement 
based  on  the  studies  is  not  required  to 
be  included  in  the  labeling  for  the  drug 
under  this  section. 

Contraindications 

59.  A  comment  suggested  that  the 
Commissioner  modify  the  requirement 
that  a  contraindication  be  stated  when 
“the  risk  of  use  clearly  outweighs  any 
possible  benefft”  because  it  would 
overly  restrict  proper  medical  practice. 
Another  comment  urged  deletion  of  the 
second  sentence  of  §  201.57(d)  because 
the  examples  of  information 
necessitating  a  contraindication 
statement  are  of  a  type  that  requires  the 
physician,  not  the  manufacturer,  to 
make  a  final  judgment  concerning  the 
benefft-to-risk  ratio  for  patients. 

The  Commissioner  does  not  agree 
with  these  comments.  The  use  of  a  drug 
is  properly  contraindicated  when  the 
risks  associated  with  that  use  cannot  be 
justiffed  by  any  benefit  that  may  result 
The  examples  given  in  $  201.57(d).  as 
they  apply  to  a  particular  drug,  are 
situations  in  wUch  the  possible  benefits 
frtjm  the  use  of  the  drug  would  not 
justify  the  risks  to  the  patient  The 
Commissioner  concludes  that  requiring 
)n  the  labeling  a  description  of  those 
conditions  in  which  the  risk  to  the 
patient  cannot  be  justified  by  any 
possible  benefit  fi^m  the  use  of  a  drug 
does  not  restrict  proper  medical 
practice.  Accordingly,  no  change  is 
made  in  the  final  relation  because  of 
these  comments. 

60.  A  comment  urged  that  the 
statement  “known  hazards  and  not 
theoretical  possibilities  shall  be  listed” 
be  deleted  on  the  groimd  that  a 
manufacturer  may  have  a  valid  reason 
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for  contraindicating  a  theoretical 
poasibility. 

The  Commissioner  concludes  that 
drug  labeling  should  include  a 
contraindication  only  when  reasonable 
evidence  exists  indicating  an 
association  between  the  drug  and  a 
hazard.  The  Commissioner  believes  diat 
including  theoretical  hazards  as 
contraindications  in  drug  labeling  would 
cause  that  very  important  section  of  the  ^ 
labeling  to  lose  Its  significance. 
Accordingly,  the  statement  is  retained  in 
the  final  regulation  with  an  editorial 
change. 

61.  Several  comments  Objected  to  the 
requirement  that  if  no  contraindicationB 
are  known,  this  section  of  the  labeling 
must  state  "None.”  The  comments 
contended  'fiiat  if  no  contraindications 
are  known,  this  section  of  the  labeling 
should  be  deleted  or  should  state  “None 
known”  or  “Unknown,”  on  the  ground 
that  the  use  of  the  word  “None”  alone 
would  increase  the  risk  cf  product 
liability  suits  to  the  manufacturer. 

Hie  Commissioner  agrees  fiiat  if  no 
contraindications  are  Imown,  this 
section  of  die  labeling  should  state 
“None  known,”  rather  than  “None,”  and 
has  revised  the  final  regulation 
accordingly. 

62.  Another  comment  suggested  that 
the  following  sentences  be  added  to 

§  201.57(d):  “Ffyperaensitivity 
information  should  be  divided  into 
allergies  andaupersensitivities.  A  - 
distinction  between  relative  and 
absolute  contraindications  shall  be 
included.” 

The  Commissioner  concludes  that  the 
term  “hypersensitivity”  includes  both 
allergies  and  supersensitivities  and  that 
no  advantage  would  result  from 
separating  it  into  the  two  categories 
suggested.  In  addition,  the 
Commissioner  does  not  agree  that  a 
distinction  should  be  made  between 
relative  and  absolute  contraindications 
in  drug  labeling.  The  contraindications 
section  of  labeling  is  intended  to  contain 
only  those  conditions  of  drug  use  under 
which  the  risk  to  the  patient  cannot  be 
justified  by  any  possible  benefit  and, 
therefore,  would  contain  only  so-called 
absolute  contraindications.  The  term 
“relative  contraindication”  includes 
situations  that  are  more  properly 
considered  under  the  “Warnings”  and 
“Precautions”  sections  of  the  new 
prescription  drug  labeling  format. 

Warnings 

63.  Several  comments  contended  that 
a  definition  of  “reasonable  evidence” 
associating  a  serious  hazard  with  a  drug 
is  necessary,  when  a  causal  relationship 
has  not  been  proved,  to  clarify  i^en  a 


serious  hazard  must  be  included  in  the 
labeling  imder  %  201.fi7(e).  A  comment 
suggested  friis  requirement  be  reworded 
to  read:  “A  warning  should  be  included 
in  labeling  when  a  panel  of  experts  on 
an  appropriate  ^eciahy  board 
concludes  that  tiie  association  of  a 
serious  hazard  with  a  dn^  exists  prior 
to  the  time  when  a  causal  relationship  is 
proved.” 

The  Commissioner  rejects  these 
comments.  A  serious  hazard  must  be 
included  in  the  "Warnings”  section  of 
the  labeling  of  a  drug  whan  evidence 
exists  on  the  basis  of  which  e9q)erts 
qualified  by  scientific  training  and 
experience  can  reasonably  conclude 
that  the  hazard  is  associated  with  the 
use  of  the  drug.  A  causal  xelationship 
need  not  be  proved.  As  discussed  fully 
in  the  preamble  to  the  proposed  revision 
of  §  liti  (formerly  §  1.3),  published  in 
the  Fade^  Register  of  September  16, 

1974  (39  FR  33229),  the  act  requires 
labeling  to  include  warnings  about  both 
potential  and  verified  hazards. 
Accordingly,  when  medical  information 
justifies  a  warning,  the  act  requires  that 
it  be  included  in  drug  labeling.  Although 
FDA  often  refers  questions  of  whether  a 
warning  should  be  included  in  the 
labeling  of  a  drug  to  its  standing 
advisory  committees,  the  decision  as  to 
whether  a  warning  is  legally  required  for 
the  labeling  of  a  must  rest  with  the 

agency. 

The  Commissioner  also  advises  that 
these  labeling  regulations  do  not 
prohibit  a  manufacturer,  padter, 
relabeler,  or  distributor  from  warning 
health  care  professionals  whenever 
possibly  harmful  adverse  effects 
associated  with  the  use  of  the  drug  are 
discovered.  The  addition  to  labeling  and 
advertising  of  additional  warnings,  as 
well  as  contraindications,  adverse 
reactions,  and  precautions  regarding  die 
drug,  or  the  issuance  of  letters  directed 
to  health  care  professionals  (e.g.,  ‘Dear 
Doctor”  letters  containing  such 
information)  is  not  prohibited  by  these 
regulations.  As  stated  above,  the  act  and 
FDA  regulations  require  a  warning  in 
drug  labeling  as  soon  as  a  hazard  is 
associated  with  the  use  of  a  tlrug.  In  the 
case  of  a  drug  subject  to  an  approved 
NDA,  §  314A(d)  (21  CFR  314.8(d)) 
permits  the  addition  to  the  drug's 
labeling  or  advertising  of  information 
about  a  hazard  without  advance 
approval  (dihe  supplemental 
application  by  FDA.  In  considering  diese 
regulations  in  a  product  liability  case,  at 
least  one  court bas  held  that  an  NDA 
holder  may  have  a  duty  to  add  a 
warning  before  FDA  approval  of  a 
supplemental  application.  See  McEwen 


v.  Ortho  Pharmaceutical  Carp.,  528  P.  2d 
522  (Ore.  1874). 

64.  One  comment  suggested  that  the 
inchisionofa  serious  hazard  associated 
with  a  dn:^  when  no  causal  relationsfaip 
has  been  ^own,  together  with  the  class 
adverse  reaction  requirements  in 

§  201.57(g),  will  be  misleading  to 
physicians. 

The  Conunissioner  does  not  agree  that 
physicians  will  be  misled  by  clear  and 
concise  statements  in  prescription  drug 
labeling  regarding  serious  hazards 
associated  with  the  use  of  a  drug  or  a 
listing  of  adverse  reactions  that  occur 
with  the  drug  or  with  drugs  of  the  same 
chemical  or  pharmacologic  class.  The 
Commissioner  believes  that  practicing 
physicians  will  welcome  such 
information  so  ffiat  tiiey  can  make  their 
best  informed  medical  judgments  in  the 
care  of  their  psrfients. 

65.  A  comment  objected  to  ffie 
requirement  that  steps  to  be  taken  if  a 
serious  adverse  reaction  occurs  with  a 
dms  be  included  in  file  "Warnings” 
section  of  die  drug’s  labeling.  Ibe 
comment  contended  that  a  complete 
discussion  of  emergency  prooediu^  to 
be  taken  when  serious  averse  reactions 
occur  would  make  prescription  drug 
labeling  voluminous. 

The  Commissioner  concludes  diat  a 
clear  and  concise  statement  of  the  steps 
to  be  t£dcen  when  a  serious  adverse 
reaction  sudden^  occurs  is  properly 
included  in  prescription  drug  labeling  for 
the  drug.  The  regulation  does  not  require 
a^  complete  discussion  of  emergency 
treatment,  nor  does  it  require  - 
information  conceming*8erious  adverse 
reactions  that  do  not  require  emergency 
treatment.  This  requirement  is  intended 
to  provide  health  care  professionals 
with  a  source  of  information  of 
emergency  treatment  of  serious  adverse 
reactions  from  drugs  when  tiie  rapid  and 
unexpected  onset  of  the  reaction  would 
not  permit  traditional  kinds  of  research 
of  this  mformation.  Accordingly,  the 
requirement  is  retained  in  die  final 
regulation. 

66.  One  comment  contended  that  the 
requirement  of  a  warning  statement  for 
a  ^g  use  that  is  not  provided  for  imder 
the  “Indications  and  Usage”  section  of 
the  labeling  is  tooTugueto  be 
implemented.  Another  comment  argued 
that  warnings  should  be  limited  to 
approved  indications  because  use  of  a 
drug  for  an  unapproved  indication  is 
within  the  practice  of  medicine. 

The  Commissioner  disagrees  with 
these  comments.  Because  drug  labeling 
is  intended  to  advise  health  care 
professionals  about  potential  hazards  in 
the  use  of  a  drug  and  convey 
documented  statements  about  its  safety 
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and  effectiveness,  the  Commissioner 
concludes  that  there  is  no  legitimate 
basis  for  limiting  the  labeling  to  hazards 
arising  from  the  approved  use  of  the 
drug,  particularly  when  dangerous 
unapproved  use  of  the  drug  has  been 
found  Thus,  this  requirement  has  been 
retained  in  the  final  regulation. 

67.  One  comment  contended  that  the 
warning  section  should  contain 
information  based  on  animal  data, 
because  that  may  be  the  only 
information  available  on  serious 
hazards,  particularly  long-term  hazards 
(e.g.,  cancer,  birth  defects).  Another 
comment  suggested  that  the  sentence 
describing  data  to  be  included  in  boxed 
warnings  be  rewritten  to  require  that 
boxed  warnings  be  based  on  clinical 
data. 

The  Commissioner  concludes  that 
animal  data,  in  certain  circumstances, 
are  an  appropriate  ground  upon  which 
to  base  warning  statements,  including 
boxed  warnings,  and  the  labeling  format 
so  provides  in  S  201.56(a)(3).  In  addition, 
§  201.57(e)  has  been  revised  to  state 
clearly  that  serious  animal  toxicity  data 
may  require  warnings  in  drug  labeling. 

66.  A  conunent  asked  whether  a 
manufacturer  may  include  a  boxed 
warning  without- prior  FDA  approval 
and  whether  FDA  would  consider  the 
labeler’s  desires  when  specifying  the 
location  of  boxed  warnings  in  labeling. 

The  Commissioner  advises  thdt,  to 
ensure  the  significance  of  boxed 
warnings  in  drug  labeling,  they  are 
permitted  in  labeling  only  when 
specifically  required  by  FDA.  The 
labeler’s  desires  about  location  and 
wording  of  boxed  warnings,  however, 
will  be  considered. 

69.  A  comment  asked  what  sources  of 
information  would  be  permitted  to 
provide  the  frequency  of  serious  adverse 
reactions  and  the  approximate  mortality 
and  morbidity  rates  of  patients 
sustaining  such  .reactions.  A  comment 
contended  that,  because  pertinency  is  a 
subjective  standard,  the  words  “if 
pertinent,’’  relating  to  mortality  and 
morbidity  rates,  should  be  changed  to  “if 
known.” 

The  Commissioner  advises  that,  in 
general,  information  concerning  the 
frequency  and  the  approximate 
mortality  and  morbidity  rates  of  serious 
adverse  reactions  will  be  obtained  in 
the  same  manner  as  that  for  frequency 
of  adverse  reactions  in  §  201.57(g)(4) 
discussed  in  paragraph  117  of  this 
preamble.  The  data  may  be  obtained,  in 
certain  cases,  from  the  same  Source  as 
the  information  upon  which  the  warning 
is  based,  e.g.,  the  study  or  studies 
demonstrating  an  association  of  the 
hazard  with  the  drug.  In  addition,  the 


Commissioner  has  revised  the 
requirement  to  clarify  that  approximate 
mortality  and  morbidity  rates  for 
patients  sustaining  the  reaction  shall  be 
listed  if  they  are  Imown  and  if  they  are 
important  to  the  safe  and  effective  use 
of  the  drug.  Although  the  rates  are 
known,  if  they  are  not  important  to  the 
safe  and  efrective  use  of  the  drug,  they 
are  not  required  to  appear  in  drug 
labeling. 

70.  A  comment  suggested  that  the 
regulation  provide  for  referencing 
substantial  differences  of  opinion  among 
experts  or  for  discussing  other  serious 
medical  controversies  relating  to  the 
“Warnings”  section  of  the  labeling 
format. 

'The  Conunissioner  rejects  this 
comment.  'This  conunent  was  discussed 
fully  in  the  preamble  to  the  final 
regulation  revising  §  1.21  (formerly  §  1.3) 
published  in  the  Federal  Register  of  July 
7, 1975  (40  FR  28582).  'The  statutory 
scheme  for  drug  labeling  requires  that 
potential  hazaMs,  as  well  as  known 
hazards,  be  included  in  labeling. 
Including  conflicting  opinions  about 
such  warnings  would  result  in 
uncertainty  and  confusion  and, 
accordingly,  decrease  the  usefulness  of 
the  warnings  in  protecting  the  public. 

Precautions 

71.  A  comment  contended  that 
because  certain  labeling  requirements 
for  habit-forming  drugs  are  stated  in 

§  329.10  (21  CFR  329.10),  repetition  of 
that  information  should  not  be  required 
in  th^  “Precautions”  section  of  the 
labeling  format 

The  Commissioner  agrees  that 
information  should  not  be  unnecessarily 
duplicated  in  drug  labeling.  It  was  not 
intended  that  information  required 
under  §  329.10  be  repeated  in  this  part  of 
the  labeling  format  Therefore,  the 
Commissioner  has  revised  §  201.57(f)(1) 
to  require  that  general  precautions 
include  only  that  information  not 
required  to  appear  under  any  other 
specific  section  or  subsection  of  the 
labeling  format. 

72.  Several  comments  objected  to 
§  201.57(f)(2)  requiring  that  complete 
patient  information  on  a  drug  be 
included  in  physician  labeling,  on  the 
ground  that  patient  labeling  is  a 
controversial  matter  that  should  be  the 
subject  of  a  separate  proposal,  rather 
than  being  included  in  the  proposal 
concerning  prescription  drug  labeling 
format  directed  at  professionals.  One 
comment  contended  that  issuing 
regulations  requiring  printed  patient 
information  before  ^oroughly 
investigating  the  best  language  and 
modalities  for  informing  the  patient  is 


irresponsibly  premature.  Several 
comments  alleged  that  printed  patient 
labeling  on  prescription  drugs  would 
interfere  with  the  practice  of  medicine 
and  the  physician-patient  relationship, 
in  violation  of  section  503(b)(2)  of  the 
act  (21  U.S.C.  353(b)(2)). 

Several  comments  requested  that  the 
Commissioner  clarify  whether 
§  201.57(f)(2)  permits  giving  professional 
labeling  to  patients  upon  request, 
whether  a  request  can  be  refused, 
whether  this  part  covers  all  “patient 
aids”  relating  to  a  drug  or  only  to 
printed  instructions  containing 
information  specifically  directed  to  the 
use  of  the  drug  by  the  patient,  whether 
the  professional  labeling  will  be 
required  to  be  updated  with  the 
preparation  of  each  new  printed  patient 
information  piece,  whether  the 
pharmacist,  when  dispensing  a 
prescription,  must  provide  the  printed 
information  to  the  patient,  and  whether 
a  sufficient  number  of  reprints  of  the 
patient  information  will  be  required  for 
each  package  of  a  drug  shipped  to  the 
pharmacist  to  accommodate  the  number 
of  prescriptions  that  may  be  dispensed  ' 
from  it 

Two  comments  suggested  that  patient 
information  should  contain  warnings 
concerning  drug  interactions, 
information  about  side  effects,  and 
special  instructions  concerning  clinically 
significant  information  that  the  patient 
should  report  to  the  physician.  'Three 
comments  objected  to  including 
information  relating  to  possible  adverse 
reactions,  asserting  that  the  risks  from 
the  use  of  drugs  may  induce 
unwarranted  anxiety  in  patients,  who 
will  develop  symptoms  of  the  adverse 
reactions  though  suggestion.  Therefore, 
the  comments  contended,  patient 
information  concerning  the  use  of  a  drug 
should  be  disseminated  under  a 
physician’s  discretion.  Another 
comment  asked  that  the  second 
sentence  clearly  refer  to  patient 
labeling. 

’The  Commissioner  concludes  that 
these  comments  misunderstand  the 
intent  of  |  201.57(f)(2).  The 
Commissioner  does  not  intend  that 
patient  labeling  must  be  prepared  for 
distribution  to  patients  for  all 
prescription  drugs.  ’The  regulation 
requires  only  that  information  necessary 
for  a  patient’s  safe  and  effective  use  of 
the  labeled  drug  be  stated;  e.g.,  if  a  drug 
may  cause  drowsiness  and  the  patient 
taking  it  should  therefore  be  cautioned 
against  driving  or  operating  machinery, 
a  statement  to  that  effect  is  required  to 
be  included  in  this  subsection  of  the 
physician  labeling  for  the  drug. 
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The  Commissioner  advises  that,  as 
discussed  in  paragraph  21  of  this 
preamble,  FDA  has  initiated  a 
prescription  drug  labeling  project  to 
consider  the  suitability  of  required 
patient  labeling  information  for 
prescription  di^gs.  That  project  is 
concerned  with  the  tone  and 
educational  level  of  language  to  be  used 
in  patient  labeling,  the  content  of  the 
labeling,  the  classes  of  drug  for  which 
patient  labeling  is  necessary  or 
desirable,  the  way  in  which  the 
requirements  should  be  implemented, 
and  the  way  in  which  labeling  should  be 
distributed  to  both  patients  and 
physicians.  A  notice  of  proposed 
rulemaking  on  this  subject  will  be 
published  in  a  future  issue  of  the  Federal 
Register. 

73.  On  the  grounds  that  it  would  add 
measurably  to  the  length  of  the  insert, 
thus  obscuring  essential  information, 
and  that  most  patient  information  is 
graphic  and  not  readily  reproducible  in 
prescription  drug  labeling,  several 
comments  objected  to  a  requirement 
that  patient  information  be  reprinted  at 
the  end  of  the  labeling.  A  comment 
suggested  that  a  separate  patient  insert 
be  sent  to  physicians  rather  than 
reprinted  in  die  labeling. 

The  Commissioner  does  not  agree 
with  these  comments.  Nevertheless,  the 
Commissioner  has  revised  S  201.57(f)(2) 
to  clarify  that  only  the  text  of  the 
printed  patient  information  specifically 
required  by  FDA  to  be  distributed  to 
patients  must  be  referenced  under  the 
“Precautions”  section  of  the  labeling 
and  reprinted  at  the  end  of  the  package 
insert,  e.g.,  the  patient  package 
information  required  for  oral 
contraceptives  under  §  310.501  and  for 
estrogens  under  §  310.515.  That  type  of 
information  is  reproducible  in 
prescription  drug  labeling,  and  the 
commissioner  concludes  diat  that  is  a 
proper  manner  in  which  to  make  it 
available  to  physicians.  Because  the  text 
of  the  patient  information  appears  at  the 
end  of  the  labeling,  the  commissioner 
concludes  that  that  information  will  not 
affect  adversely  the  communication  of 
the  other  information  in  the  labeling. 

74.  On  the  ground  thfit  this 
information  has  nothing  to  do  with 
precautions,  one  comment  argued  that 
patient  information  would  be  better 
placed  in  the  “Dosage  and 
Administration”  section  of  the  labeling 
format. 

The  Commissioner  does  not  agree  that 
patient  information  would  be  better 
placed  in  the  “Dosage  and 
Administration”  section  of  the  labeling 
format  and  rejects  this  suggestion.  The 
type  of  information  required  to  be 


included  in  this  section  of  the  labeling  is 
not  limited  to  instructions  on  the 
frequency  or  duration  of  use  of  the  drug, 
but,  instead,  includes  information  that 
the  patient  needs  to  use  the  drug  safely 
and  effectively. 

75.  Two  comments  objected  to 
§  201.57(f)(2),  arguing  that  it  is 
contradictory  to  require  lay  directions 
for  use  in  prescription  drug  labeling 
when  the  labeling  is  based  on  an 
exemption  firom  section  502(f)(1)  of  the 
act,  which  requires  adequate  directions 
for  the  layperson’s  use  of  the  drug.  One 
comment  contended  that,  with  the 
Commissioner’s  acknowledgement  in 
the  proposal  preamble  that  the  purpose 
of  section  503(b)(2)  of  the  act  is  to  avoid 
lay  self-diagnosis  and  self- 
administration  of  drugs  requiring 
professional  supervision,  the  argument 
that  printed  patient  information  does  not 
contradict  that  purpose  is  not 
convincing. 

The  Commissioner  is  convinced  that 
information  on  the  care  to  be  taken  by 
patients  for  the  safe  and  effective  use  of 
a  drug  neither  promotes  lay  self- 
diagnosis  and  self-administration  of 
prescription  drugs  nor  constitutes 
adequate  directions  for  use  of  the  drug 
within  the  meaning  of  section  502(f)(1)  of 
the  act.  The  purpose  of  S  201.57(f)(2)  is 
simply  to  provide  information  that  will 
better  ensure  the  safe  and  effective  use 
of  prescription  drugs  by  patients  after 
the  drug  has  been  prescribed  by  the 
physician.  The  Commissioner  therefore 
rejects  these  objections. 

76.  Another  comment  objected  to 

§  201.57(f)(2)  on  the  ground  that  it  could 
create  potential  liability  for  the 
manufacturer  if  the  manufacturer  failed 
to  include  in  the  patient  information  the 
warning  of  a  hazard  that,  although 
remote  and  unexpected,  might  occur. 

The  Commissioner  concludes  that  this 
requirement  will  not  increase  the 
potential  liability  of  manufacturers  for 
the  failure  to  include  warnings  of  remote 
and  unexpected  hazards.  Section 
201.57(f)(2)  requires  only  that 
prescription  drug  labeling  include 
precaution  information  necessary  for  the 
safe  and  effective  use  of  the  drug  by 
patients,  e.g.,  the  importance  of  closely 
adhering  to  the  dosage  and 
administration  schedule,  or  avoiding  the 
concomitant  use  of  particular 
substances.  It  does  not  require  the 
inclusion  of  information  equivalent  to 
that  directed  to  the  physician. 

77.  One  comment  contended  that 
patients  should  receive  ail  drug  labeling, 
unless  the  physician  directs  the 
pharmacist  to  withhold  it.  Another 
comment  suggested  that  §  201.57(f)(2) 
could  be  construed  to  mean  that  the 


information  appearing  under  this  section 
of  the  labeling  is  the  only  information 
that  need  be  provided  to  the  patient. 

The  Commissioner  believes  that  much 
prescription  drug  labeling  directed  to 
physicians  would  not  be  helpful  to 
patients.  For  that  reason,  FDA  is 
currently  considering  the  subject  to 
specify  prescription  drug  labeling  for  the 
patient  discussed  in  paragraphs  21  and 
72  of  this  preamble.  'The  Commissioner 
also  recognizes  that  the  information 
provided  to  patients  concerning  the  use 
of  a  drug  is  often  determined  by  the 
medical  judgment  of  the  attending 
physician.  The  Commissioner  advises, 
however,  that  the  distribution  to 
patients  of  physician  labeling  for 
prescription  drugs  is  not  prohibited  by 
either  Ae  act  or  FDA  regulations,  and 
the  Commissioner  encourages  its 
distribution  to  patients  who  desire  it 

78.  Several  comments  were  received 
concerning  the  requirement  in 

8  201.57(f)(3)  that  prescription  drug 
labeling  list  laboratory  tests  needed  to 
follow  the  patient’s  response  or  to 
identify  possible  adverse  reactions 
concerning  the  use  of  a  drug.  The 
comments  argued  that  because  listing 
“essential”  tests  could  force  physicians 
to  conduct  all  the  tests  listed  or  risk  the 
threat  of  malpratice  litigation,  regardless 
of  the  physician’s  medical  judgment 
concerning  the  necessity  of  the  tests  for 
particular  patients  or  the  costs  to  the 
patient  for  imnecessary  tests,  the 
wording  should  be  changed  to  state  that 
the  listed  tests  are  suggested  rather  than 
essential  to  following  the  patient’s 
progress.  One  comment  suggested  that 
this  section  be  changed  to  read:  “This 
subsection  shall  list  suggested 
laboratory  tests  which  may  be  used  to 
follow  the  patient’s  response  or  to 
identify  possible  adverse  reactions.” 
Another  comment  suggested  the 
required  list  be  limited  to  tests 
necessary  for  primary  safety  monitoring. 

The  Commissioner  agrees  that  this 
section  of  the  labeling  should  list 
laboratory  tests  that  may  be  helpful  in 
following  a  patient’s  response  or 
identifying  possible  adverse  reactions 
and  has  revised  the  final  regulation 
accordingly. 

79.  Two  comments  suggested  that 

§  201.57(f)(3)  also  include  information 
concerning  the  frequency  with  which 
laboratory  tests  should  be  conducted 
and  information  concerning  steps  that 
should  be  taken  if  the  test  results  are 
abnormal. 

The  Commissioner  agrees  in  part  with 
these  comments,  and  this  section  of  the 
labeling  format  has  been  revised  to 
require  information,  when  appropriate, 
on  such  factors  as  the  range  of  normal 
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and  abnormal  values  to  be  expected  in 
laboratory  tests  and  the  recommended 
frequency  of  conducting  the  tests  before, 
during,  and  after  therapy.  Because  it 
would  add  greatly  to  the  length  of  the 
labeling  without  corresponding  benefits 
to  physicians  and  because  it  is  available 
from  more  traditional  sources, 
information  concerning  steps  to  be  taken 
if  the  test  results  are  abnormal  is  not 
required. 

80.  A  comment  questioned  at  what 
point  a  drug  interaction  becomes 
“clinically  significant.”  thereby  requiring 
its  inclusion  in  prescription  drug 
labeling. 

The  Commissioner  has  deleted  the 
words  “clinically  significant”  from  the 
title  of  §  201.57(f)(4){i),  because  the  text 
clearly  states  that  only  information  on 
clinically  significant  drug  interactions  is 
required.  If  information  on  an 
interaction  would  not  contribute  to  the 
safe  and  effective  use  of  the  drug,  the 
interaction  would  not  be  clinically 
significant  and,  accordingly,  is 
unnecessary  in  prescription  drug 
labeling.  If  reasonable  evidence  exists 
demonstrating  a  clinically  significant 
interaction  between  a  drug  and  a  food, 
laboratory  test,  or  other  drug,  a 
statement  to  that  effect  should  be 
included  in  the  labeling  of  the  drug.  A 
casual  relationship  need  not  have  bei^ 
proved. 

81.  Comments  contended  that 

§  201.579(f)(4)  should  require  that  only 
“known”  clinically  significant 
interactions  be  stated  in  drug  labeling. 
One  comment  requested  deletion  of  the 
prohibition  against  including  nonclinical 
data  concerning  drug  interactions. 

The  Commissioner  concludes  that  diis 
"subsection,  as  proposed,  is  limited  to 
“known”  clinically  significant 
interactions.  The  Commissioner  has 
revised  the  regulation,  however,  to 
permit  disclosure  of  drug  interaction 
information  supported  only  by  animal  or 
in  vitro  experiments,  if  the  information 
is  shown  to  be  clinically  relevant  to  the 
use  of  the  drug.  Drug  interaction 
information  that  is  not  clinically 
relevant  would  not  be  appropriately 
included  in  prescription  drug  labeling. 

82.  One  comment  suggested  that 

§  201.57(f)(4)  should  be  expanded  to 
include  information  on  interactions  that 
may  occur  with  the  drug  and  foods  or 
laboratory  tests. 

The  Commissioner  agrees  that  this 
subsection  of  the  labeling  format  should 
also  include  information  on  preventing 
interactions  between  the  drug  and 
foods,  laboratory  tests,  or  other  drugs 
and  has  revised  the  final  regulation 
accordingly. 


83.  One  conunent  reque  sted  that 
information  regarding  drug  interactions 
appear  under  its  own  section  heading 
rather  than  under  “Precautions.” 

Another  comment  contended  that  this 
section  of  the  labeling  should  be  deleted 
on  the  grounds  that  it  would  congest  the 
limited  space  of  the  labeling  and  that 
the  information  is  easily  available  from 
other  sources. 

The  Commissioner  concludes  that  this 
information  is  properly  included  as  a 
distinct  subsection  in  the  “Precautions” 
section  of  the  labeling  format  because  it 
informs  physicians  about  other  factors 
and  intervening  events  that  affect  the 
safety  and  effectiveness  of  the  drug. 
Although  this  subsection  may  add  to  the 
length  of  prescription  drug  labeling,  it  is 
important  and  useful  information  for  the 
physician,  and.  for  many  drugs,  it  may 
not  be  easily  accessible  from  other 
sources.  Accordingly,  the  Commissioner 
rejects  these  comments. 

84.  One  comment  requested  the 
deletion  of  the  requirement  for 
information  on  the  handling  of  drug 
interactions,  because  the  handling  of 
interactions  will  vary  in  almost  all 
cases. 

The  Commissioner  agrees  with  this 
comment  and  has  substituted  the  word 
“preventing”  for  the  phrase  “avoiding 
and/or  handling”  in  §  201.57(f)(4)(i)  in 
reference  to  drug  interactions.  The 
Commissioner  believes  the  revised 
wording  better  describes  the  kind  of 
information  that  should  be  included  in 
this  section  of  prescription  drug  labeling. 
Although  the  handling  of  a  particular 
drug/drug  or  drug/food  interaction  may 
vary  in  diJEferent  patients,  drug  labeling 
should  contain  clear  and  concise 
information  on  the  principles  of 
preventing  drug  interactions  that  are 
likely  to  occur  in  patients. 

85.  One  ccxnment  suggested  that 

§  201.57(f)(5)  require  that  animal  data  be 
stated  in  the  labeling  only  if  there  is  a 
valid  factual  indication  that  it  is 
relevant  to  the  use  6f  the  drug  in 
humans.  Comments  suggested  that 
carcinogenicity  data  be  placed  under  the 
“Warnings”  section  of  the  labeling  and 
contended  that  it  is  redundant  to  refer  to 
the  “Warnings”  section  in  the 
“Precautions”  section  of  the  labeling. 

The  Commissioner  rejects  these 
comments.  This  section  the  labeling 
format  is  intended  to  convey  animd 
data  concerning  the  relationship  of  a 
drug  and  carcinogenesis,  mutagenesis, 
or  impairment  of  fertility  in  animals 
before  a  relationship  is  shown  in 
humans.  This  information  may  be  of 
value  to  physicians  in  deciding  whether 
to  prescribe  a  particular  drug  for  an 
indication,  when  animal  data 


demonstrate  a  relationship  between  the 
use  of  the  drug  and  carcinogenesis, 
mutagenesis,  or  impairment  of  fertility  in 
animals  and  no  comparable  human  data 
exist,  and  when  equally  effective 
alternative  drugs  that  do  not  present  a 
risk  are  available.  The  Commissioner 
concludes  that  such  data  are 
appropriately  placed  in  the 
“Precautions”  section  of  drug  labeling 
when  they  are  based  solely  upon  animal 
data  and  placed  in  the  “Warnings” 
section  when  they  are  based  upon 
human  data.  ^ 

86.  Several  comments  were  received 
concerning  the  pregnancy  subsection  of 
the  labeling  format.  One  comment 
contended  that  the  statement  in 
§  201.57(f)(6)  that  this  subsection  shall 
be  omitted  for  drugs  not  absorbed 
systemically  should  be  clarified. 

Another  comment  contended  that  the 
statement  should  be  deleted  because 
some  drugs  not  absorbed  systemically 
may  also  pose  a  threat  to  a  pregnant 
woman  or  a  fetus.  A  third  comment 
suggested  that  the  wording  be  changed 
to  “For  drugs  not  absorbed  in  significant 
amounts  systemically,  this  subsection  of 
the  labeling  shall  be  omitted”  to  ensure 
that  a  topical  drug  that  may  be  absorbed 
would  also  have  a  pregnancy  warning. 

A  comment  also  suggested  that  this 
section  be  omitted  for  drugs  such  as 
vaccines  or  local  anesthetics  that  are 
ordinarily  administered  either 
infrequently  or  in  a  single  dose,  and  for 
old  drugs  that  have  never  been 
associated  with  abnormalities. 

On  the  basis  of  these  comments,  the 
Commissioner  has  revised  the  first 
sentence  of  §  201.^(fK6)  to  state  that  the 
pregnancy  subsection  of  the  labeling 
may  be  omitted  only  if  a  drug  is  not 
absorbed  systemically  and  it  also  is  not 
known  to  have  a  potential  for  indirect 
harm  to  the  fetus.  That  change  will 
require  a  statement  concerning  the  drug 
use  during  pregnancy  for  all 
systemically  absorbed  drugs,  as  wdl  as 
for  drugs  that  are  not  absorbed 
systemically  but  that  may  cause  harm  to 
the  fetus.  Concerning  the 
recommendation  that  the  section  be 
omitted  for  vaccines  or  local 
anesthetics,  the  Commissioner  advises 
that  §  2bl.56{d}  provides  that  any  section 
or  subsection  of  the  labeling  format  may 
be  omitted  frcnn  the  labeling  of  a 
particular  drug  if  the  information  clearly 
does  not  apply  to  that  drug.  However, 
regardless  of  factors  such  as  marketing 
history  or  administration  patterns,  if  a 
drug  either  is  absorbed  S3rstemically  or 
has  a  potential  for  indirect  harm  to  the 
fetus,  this  subsection  must  be  included 
in  its  labeling. 
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87.  Several  comments  objected  to  the 
categorizing  of  pregnancy  warnings, 
arguing  that  this  section  attempts  to 
quantify  the  degrees  of  risk  concerning 
the  use  of  drugs  in  pregnant  women 
more  precisely  than  the  state  of  the  art 
allows  and  may  subject  both  the 
physician  and  the  manufacturer  to  a 
greater  risk  of  litigation  involving 
alleged  drug-related  fetal  abnormalities. 

The  Commissioner  disagrees  with 
.these  comments.  Because  the  specific 
pregnancy  precaution  categories  require 
that  the  data  supporting  the  precaution 
statement  be  disclosed,  they  do  not 
unreasonably  quantify  the  degrees  of 
risk  for  drugs  used  in  pregnant  women. 
Accordingly,  the  labeling  will  reveal 
whether  die  precaution  is  based  upon 
the  availability  or  the  unavailability  of 
particular  data.  The  pregnancy 
categories  are  necessary  to  provide 
consistency  in  prescription  drug  labeling 
through  clear  and  concise  statements 
concerning  the  safe  and  effective  use  of 
prescription  drugs  in  pregnant  patients. 
Physicians  can  then  obtain  additional 
and  more  detailed  information 
concerning  particular  drugs  from  the 
manufacturer,  FDA,  or  other  sources 
available  to  physicians. 

The  Commissioner  has,  however, 
revised  the  pregnancy  subsection  of  the 
labeling  format  to  reduce  the  number  of 
categories  from  six  to  five.  The 
Commissioner  believes  fewer  categories 
will  permit  easier  use  of  this  important 
information  by  physicians.  Although  the 
Commissioner  has  made  several 
editorial  changes  in  the  descriptions  of 
the  categories  and  the  required 
statements,  the  revised  categories  differ 
little  in  substance  from  those  initially 
proposed.  Proposed  pregnancy 
categories  A  and  X  are  retained  without 
significant  changes;  proposed  category  E 
has  been  renamed  category  D;  proposed 
category  D  has  been  incorporated  into 
category  C;  and  proposed  category  B  has 
been  expanded. 

Proposed  categories  C  and  D  were 
distinguished  primarily  by  whether  or 
not  adequate  animal  reproduction 
studies  that  demonstrate  fetal 
abnormalities  had  been  performed.  Both 
categories  were,  however,  based  upon 
the  unavailability  of  adequate  and  well- 
controlled  studies  in  pregnant  women. 
Because  the  absence  of  adequate  and 
well-controlled  human  studies,  with  or 
without  animal  studies  demonstrating 
fetal  risk,  is  the  important  message 
conveyed  by  this  precaution,  the 
Commissioner^ believes  a  single 
pregnancy  category  combining  proposed 
categories  C  and  D  will  be  more  useful 
in  prescription  drug  labeling. 


Pregnancy  category  B,  as  proposed, 
applied  to  drugs  for  which  adequate 
reproduction  studies  in  animals  are 
negative  and  for  which  adequate  and 
well-controlled  studies  in  humans  are 
unavailable.  Under  this  final  rule, 
category  B  has  been  expanded  to 
include  drugs  for  which  adequate 
reproduction  studies  in  animals 
demonstrate  an  adverse  effect,  but  for 
which  adequate  and  well-controlled 
studies  in  pregnant  women  have  failed 
to  demonstrate  a  risk. 

Accordingly,  under  this  frnal  rule 
pregnancy  category  A  (§  201.57(f)(6)(i)) 
applies  to  drugs  for  which  adequate  and 
well-controlled  human  studies  have 
failed  to  demonstrate  a  risk  to  the  fetus. 
Category  B  (§  201.57(f)(6)(ii))  applies  to 
drugs  for  which  human  fetal  risk  is 
relatively  unlikely  based  upon  either 
negative  animal  studies  and  no 
adequate  and  well-controlled  human 
studies,  or  positive  animal  studies  and 
negative  adequate  and  well-controlled 
human  studies.  Category  C 
(§  201.57(f)(6Kiii))  applies  to  drugs  for 
which  human  fetal  risk  is  unknown 
based  upon  positive  animal  studies  (or 
no  animal  studies),  and  no  adequate  and 
well-controlled  human  studies.  Category 
D  (.§  201.57(f)(6)(iv))  applies  to  drugs  for 
which  positive  human  evidence  of  fetal 
risk  is  available,  but  whose  use  in  a 
pregnant  woman  may  be  necessary. 
Finally,  category  X  (§  201.57(f)(6)(v)) 
applies  to  drugs  for  which  positive 
animal  studies  or  positive  human 
evidence  of  fetal  risk  is  available,  and 
whose  use  in  a  pregnant  woman  is 
contraindicated.  The  Commissioner 
advises  that,  for  categories  D  and  X,  the 
evidence  of  fetal  risk  in  humans  from 
the  use  of  a  drug  may  be  obtained  from 
a  clinical  study  or  other  source  that 
demonstrates  a  relationship  between  the 
drug  and  the  adverse  effect  in  the  fetus. 
A  casual  relationship  need  not  be 
shown. 

The  Commissioner  has  separated  the 
pregnancy  subsection  of  the  labeling 
into  the  teratogenic  and  nonteratogenic 
effects  of  the  drug.  The  teratogenic 
effects  of  the  drug  are  identified  and 
discussed  under  the  appropriate 
pregnancy  category,  and  the 
nonteratogenic  effects  of  the  drug  are 
identified  and  discussed  independently 
of  the  pregnancy  category. 

88.  Several  comments  objected  to  the 
wording  of  the  required  pregnancy 
statements  in  §  201.57(f)(6].  Ope 
comment  contended  that  phrases  such 
as  "use  only  when  the  benefit  justifres 
the  potential  risk”  should  be  omitted  in 
favor  of  more  direct  information 
because  they  apply  to  all  drug 
prescribing  situations  and  convey  no 


information  about  specifrc  risks. 

Another  comment  argued  that  the 
labeling  should  require  reports  of  known 
data  only  and  not  of  speculative 
statements. 

The  Commissioner  agrees  in  part  with 
these  comments  and  has  revised  the 
required  pregnancy  precaution 
statements  to  require  that  available 
human  data  on  the  use  of  the  drug  in 
pregnant  patients  and  its  effect  on  the 
unborn  child  be  described  in  this  section 
of  prescription  drug  labeling.  If  pertinent 
animal  data  are  available,  they  also 
must  be  described  in  this  section  of  the 
labeling.  These  revisions  provide  for  the 
inclusion  of  more  data  and  information 
about  the  specific  risks  involved  in  the 
use  of  drugs  in  pregnant  patients.  The 
Commissioner  advises,  however,  that 
conclusions  on  the  use  of  a  drug  are 
appropriately  required  in  labeling  when 
they  help  to  describe  the  basis  under 
which  a  drug  is  placed  in  a  particular 
pregnancy  category.  For  example,  a  drug 
that  has  been  shown  to  cause  fetal 
abnormalities  in  humans  may  be  placed 
in  pregnancy  category  D  only  if  the 
benefit-to-risk  considerations  in  the  use 
of  the  drug  are  such  that  the  use  of  the 
drug  may  be  necessar/ in  a  pregnant 
woman. 

89.  A  comment  suggested  that 
§  201.57(f)(6)  include  a  precaution 
statement  in  the  pregnancy  categories 
concerning  the  effect  of  the  drug  on  the 
subsequent  physical,  neurological,  and 
mental  development  of  the  child  and 
concerning  the  amount  of  the  drug  that 
constitutes  an  overdose  to  the  fetus. 
Because  almost  any  drug  may  be  taken 
during  pregnancy,  the  physician  should 
be  informed  if  the  product  has  not  been 
established  as  safe  for  the  child  exposed 
to  it  in  utero. 

The  Commissioner  agrees  that  the 
absence  of  drug  related  fetal 
abnormalities  at  birth  does  not  ensure 
against  subsequent  adverse  effects  on 
the  child  from  the  exposure  to  a  drug  in 
utero.  Accordingly,  the  “Pregnancy” 
section  of  the  labeling  format  has  been 
revised  to  require  that  available  data 
and  information  on  the  effect  of  the  drug 
on  the  subsequent  growth,  development, 
and  functional  maturation  of  the  child 
be  included  in  the  labeling.  This 
information  is  equally  important  for 
drugs  with  a  recognized  use  during  labor 
or  delivery,  and  the  Commissioner  has 
revised  that  subsection  of  the  labeling 
format  accordingly.  The  Commissioner 
believes  the  phrase  “subsequent  growth, 
development,  and  functional 
maturation”  is  more  comprehensive  and, 
accordingly,  more  appropriate  than  that 
suggested  by  the  comment.  Obviously,  if 
available  data  show  a  specific  amount 
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of  the  drug  that  constitotes  an  overdose 
to  the  fetus,  such  hiformation  must  be 
included. 

90.  A  comment  objected  to  a 
statement  requiring  that  prescription 
drug  labeling  specify  in  which  trimester 
of  pregnancy  a  drug  can  be  administered 
without  established  risk  to  the  fetus.  The 
comment  argued  that  such  a  statement 
would  constitute  a  product  warranty  by 
the  manufacturer  on  the  safety  of  the 
drug,  which  cannot  be  made  on  such  an 
absolute  basis  for  any  drug. 

The  Commissioner  agrees  with  this 
comment  and  has  revised 
§  201.57(f)(6)(i)  and  (ii)  to  require  the 
labeling  to  specify  the  trimester  of 
pregnancy  to  which  the  available  human 
data  apply. 

91.  Two  comments  contended  that  the 
pregnancy  provisions  in  the  labeling 
should  pitndde  statements  of  all 
available  factual  information,  both 
analytical  and  clinical,  as  well  as 
animal  and  human  data,  and  should  not 
attempt  to  instruct  physicians  in  the  use 
of  drugs  based  on  that  information. 

The  Commissimer  disagrees  and 
concludes  that  each  required  pregnancy 
precaution  statement,  together  with  a 
description  of  th'e  data  upon  which  it  is 
based,  is  a  reasonable  expression  of  the 
limitations  of  the  data.  The  pregnancy 
precaution  statements  are  intended  to 
provide  only  a  summary  of  the  available 
factual  information  on  the  use  of  drugs 
during  preganancy.  They  provide 
concise  information  to  physicians 
concerning  the  safe  and  effective  use  of 
prescription  drugs  in  pregnant  patients. 

92.  One  comment  objected  to  the  use 
of  the  phrase  “the  possibility  of 
termination  of  the  pregnancy  should  be 
discussed”  in  proposed  pregnancy 
categories  E  and  X  because  the  language 
raises  medical,  religious,  and  ethical 
considerations.  The  comment  suggested 
that  the  phrase  be  revised  to  read  “a 
possibility  of  potential  hazard  to  the 
fetus  must  be  considered.” 

The  Commissioner  agrees  that  the 
proposed  wording  of  those  pregnancy 
statements  was  inappropriate  and 
§  201.57(f)(6)  has  been  revised  to 
eliminate  any  direct  suggestion  that  the 
possiblity  of  the  termination  of 
pregnancy  be  discussed  with  the  patient. 
If  a  pregnant  patient  is  exposed  to  a  ’ 
drug  with  teratogenic  potential, 
however,  she  should  be  informed  of  the 
possiblity  of  the  drug’s  teratogenic 
effects  so  that  she  can  make  her  own 
decision  regarding  the  termination  of  the 
pregnancy,  and  the  final  rule  so 
provides. 

93.  A  comment  suggested  that  the 
labeling  be  required  to  state  that  the 
pregnant  patient  must  be  informed  of  the 


benefit-to^k  considerations  involved 
in  the  use  of  a  drug. 

As  stated  in  paragraph  9  of  this 
preamble,  the  Commissioner  concludes 
that  prescription  drug  labeling  directed 
to  physicians  is  generally  an 
inappropriate  means  by  which  to  require 
that  patients  be  informed  of  the  benefit- 
to-ri^  considerations  in  the  use  of  a 
drug.  As  discussed  in  paragraphs  21  and 
72  of  this  preamble,  FDA  is  currently 
considering  requiring,  and  has  required 
(e.g.,  for  oral  contraceptive  drug 
products),  that  particular  information 
concerning  some  prescription  drugs  be 
made  available  to  patients. 

94.  A  comment  suggested  that  the 
wording  used  in  this  section  implies  that 
studies  to  determine  teratogenic  and 
mutagenic  effects  of  a  drug  on  the  fetus 
should  be  conducted  in  pregnant  women 
to  provide  the  information  FDA  wants. 
Another  comment  suggested  that  FDA 
require  clinical  studies  in  pregnant 
women  for  some  drugs  and 
recommended  tiiat  phase  IV  studies 

'  include  pregnant  subjects. 

The  Commissioner  concludes  that  the 
wording  of  §  201.57(f)(6)  neither  requires 
nor  should  xequire  that  studies  in 
humans  be  conducted  to  determine  the 
effect  of  a  drug  on  the  fetus  or  the 
pregnant  patient.  This  subsection  of 
prescription  drug  labeling  is  intended  to 
provide  only  a  summary  of  available 
data  on  the  safety  and  effectiveness  of 
the  drug  in  pregnant  women.  Whether 
clinical  stupes  on  particular  drugs  in 
pregnant  women  should  be  required  by 
FDA  is  beyond  the  scope  of  this 
regulation. 

95.  One  comment  suggested  that  the 
word  “essentially"  be  inserted  before 
the  word  “negative”  in  pregnancy 
category  A. 

The  Commissioner  concludes  that  the 
use  of  the  phrase  “essentially  negative" 
to  describe  the  data  regarding  fetal 
abnormalities  is  not  appropriate 
because  it  would  eliminate  the 
distinction  between  category  A  and 
other  pregnancy  categories  in  the 
labeling  format  Accordingly,  the 
Commissioner  rejects  the  suggestion. 

96.  A  comment  suggested  that 

§  201.57(f)(7)  require  the  labeling  to 
contain  information  on  the  effect  of  a 
drug  during  labor  and  delivery  only  for 
drugs  that  are  indicated  for  use  during 
labor  or  delivery. 

The  Commissioner  does  not  agree  that 
this  subsection  should  be  limited  to 
drugs  that  are  indicated  for  use  during 
labor  and  delivery  because  some  drugs 
that  are  not  specifically  indicated  for 
such  use  are  commonly  so  used. 
Accordingly,  drugs  with  a  recognized 


use  during  labor  or  defivery  should  be 
labled  as  required  by  tills  subsection. 

97.  Another  coranent  suggested  that 
this  subsection  of  the  labeting  indude 
information  concerning  tiie  dOEect  of  the 
drug  on  tiie  mother,  as  we&  as  on  the 
fetus,  when  the  drug  is  used  di^ng  labor 
and  delivery.  The  comment  also 
suggested  that  detailed  pharmacokinetic 
information  mi  both  tiie  mother  and  the 
fetus  be  kiduded  in  prescription  drug 
labeling. 

Section  201.57(fK7)  has  been  revised 
to  require  indnskm  of  information  on 
the  effect  that  a  drug  %vith  a  reco^zed 
use  in  labcff  and  delivery  will  have  (» 
both  the  mother  and  the  fetus.  The 
Commissioner  has  also  revised  this 
section  to  require  inclusion  of 
information  on  whether  the  drug 
increases  the  likelihood  that 
resuscitation  of  the  newborn  will  be 
necessary.  The  prescription  drug 
labeling  format,  as  proposed,  properly 
indudes  available  phannacokinetic 
information  with  respect  to  both  the 
mother  and  the  fetus  for  drugs  with  a 
recognized  use  during  labor  and 
delivery,  and  for  all  systemically 
absorbed  drugs,  in  the  “Pregnancy" 
section  of  the  labeling. 

98.  A  comment  suggested  that 

1 201.57(f)(8)  require  a  statement  in  the 
labeling  that  the  nursing  patient  must  be 
informed  of  the  benefit-to-risk 
considerations  involved  in  the  use  of  a 
drug. 

'The  Commissioner  disagrees  with  this 
comment  As  stated  in  paragraph  9  of 
this  preamble,  prescription  drug  labeling 
directed  to  physidans  is  gener^y  an 
inappropriate  mechanism  for  requiring 
that  general  benefit-to-risk  information 
be  given  to  patients. 

99.  One  comment  (Ejected  to  the 
proposed  wording  of  the  required 
statement  concerning  the  unavailability 
of  data  on  the  excretion  of  a  drug  in 
human  milk,  on  the  ground  that  drugs 
are  too  often  prescribed  unnecessarily 
during  lactation.  The  comment 
suggested  that  the  statement  be 
rephrased  to  state  that  nursing  mothers 
should  not  take  drugs. 

The  Commissioner  has  substantially 
revised  §  201.57(f)(8).  The  revised 
requirement  emphasizes  that 
information  about  the  excretion  of  drugs 
in  human  milk  and  their  effect  on  the 
nursing  infant  must  be  included  in  the 
labeling  for  systemically  absorbed 
drugs.  In  addition,  the  revised  wording 
of  the  required  labeling  statements 
emphasizes  that  a  determination  of 
whether  to  discontinue  nursing  or  the 
use  of  a  drug  with  a  potential  for 
^causing  a  serious  adverse  reaction  in  the 
nursing  infant  should  take  into  account 
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the  imp<Nrtance  of  the  drug  to  the 
mother. 

100.  One  comment  contended  that  the 
proposed  language  of  the  required 
statement  in  $  201.57(f)(9)  might  deter 
physicians  finun  using  potentially 
ef^tive  drugs  in  rhildren  and  suggested 
the  following  alternative  wording: 
“Although  mifficient  data  are  not 
available  to  establish  the  safety  and/or 
efficacy  in  children  below  the  age  of  — , 
the  physician  should  use  his  clinical 
dis<^tion  in  prescribing  this  drug  for 
children  when  accepted  alternatives  for 
treating  pediatric  patients  for  the 
specific  condition  are  either  not 
available  or  ineffective.” 

*  The  Commissioner  rejects  this 
comment  and  concludes  that  the 
suggested  wording  provides  no 
advantages  over  &at  in  the  proposal. 

The  requirements  of  S  201.57(f)(g)  for 
labeling  statements  concerning  the 
pediatric  use  of  drugs  reflect  the 
statutory  standard  for  drug  labeling.  As 
stated  in  paragraf^  6  of  this  preamble,  a 
physician  may,  however,  deviate  from 
recommendations  (x  suggestions  made 
in  prescription  drug  labeling, 

101.  Another  comment  argued  that 
precautions  regarding  pediatric  use 
should  be  required  o^y  when  pediatric 
use  is  speciHcally  cited  in  the 
“Indications”  or  "Dosage”  section  of  the 
labeling. 

The  Commissioner  concludes  that  a 
pediatric  use  labeling  statement  for 
drugs  should  not  be  limited  to  drugs  for 
which  pediatric  use  if  speciHcally  cited 
in  the  “Indications”  and  “Dosage” 
sections  of  the  labeling.  Prescription 
drug  labeling  should  u^orm  physicians  if 
data  are  unavailable  concerning  the  safe 
and  elective  use  of  a  drug  in  pediatric 
patients  for  indications  for  which  the 
drug  has  been  shown  \o  be  s£ife  and 
effective  in  adults,  because  many  drugs 
not  specifically  indicated  for  pediatric 
patients  are  commonly  prescribed  for 
them.  Accordingly,  the  Commissioner 
rejects  this  comment. 

102.  One  comment  pointed  out  that  it 
would  be  unlikely  that  adequate  and 
well-controlled  studies  would  be 
performed  in  pediatric  subjects  with 
older  medications  under  the  current 
informed  consent  requirements  of  FDA 
and  Department  of  Health,  Education, 
and  Welfare  (HEW)  regulations. 

Die  Commissioner  advises  that 
prescription  drug  labeling  is  intended  to 
provide  only  a  summary  of  available 
data  or  the  lack  of  it  on  a  prescription 
drug.  The  labeling  format  in  §  201.57 
neither  requires  nor  is  intended  to 
require  that  studies  be  performed  to 
develop  data  for  inclusion  in 
prescription  drug  labeling.  Accordingly, 


a  thcMtnigh  discussion  of  both  current 
and  proposed  requirements  for  clinical 
studies  of  drugs  in  particular  p<^>alation 
groups  would  not  be  relevant  to  this 
final  regulation  on  the  prescription  drug 
labeling  format. 

Adverse  Reactions 

103.  Several  comments  asked  for  a 
more  precise  definition  of  an  adverse 
reaction  and  for  clEurification  of  the  type 
of  information  required  by  S  201.57(g). 
One  comment  contended  that 
undesirable  effects  “coincidental”  with 
the  use  of  the  drug  should  be  included  in 
the  definition  to  protect  manufacturers 
from  product  liability  actions.  One 
comment  asked  whether  FDA  considers 
“Adverse  Effects”  and  “Adverse 
Experiences”  to  be  interchangeable  with 
“Adverse  Reactions.”  A  comment 
contended  that  the  definition  includes 
unsubstantiated  reactions  and  that 
incorrect  diagnosis  could  result  finm 
attributing  a  disease  symptom  to  an 
adverse  reaction.  That  comment 
suggested  that  “imcommon  nuisance 
reactions,”  especially  unestablished 
ones,  be  eliminated  from  this  section 
and  that  synqitoms  commonly 
associated  with  the  disease  treated  not 
be  listed  as  adverse  reactions  unless  the 
incidence  of  the  symptom  with  the  use 
of  the  drug  is  clearly  higher  than  the 
background. 

The  Commissioner  concludes  that 
§  201.57(g)  adequately  defines  an 
adverse  reaction  as  an  undesirable 
effect  reasonably  associated  with  the 
drug.  That  definition  would  not  include 
unsubstantiated  reactions,  disease 
symptoms,  or  apparently  undesirable 
effects  coincidental  to  the  use  of  a  drug, 
because  they  would  not  be  reasonably 
associsted  with  the  use  of  the  drug.  The 
Commissioner  advises,  however.  &at  in 
determining  whether  an  undesirable 
effect  is  reasonably  associated  with  the 
use  of  a  drug,  analysis  of  available  data 
(including  comparison  with  appropriate 
control  groups),  detailed  study  of 
individual  cases,  and  new  investigations 
with  the  drug  may  be  necessary. 

The  Commissioner  advises  that, 
although  §  310.300  (21  CFH  3ia300) 
requires  that  records  and  reports  be 
made  of  experiences  and  effects  that  are 
reported  for  a  drug  subject  to  an 
approved  NDA.  adverse  effects  and 
adverse  experiences  with  a  drug  are  not 
necessarily  “reasonably”  associated 
with  the  use  of  the  drug.  Accordingly, 
adverse  effects  and  adverse  experiences 
are  not  synonymous  with  adverse 
reactions  and  should  not  be  included  in 
prescription  drug  labeling. 

104.  Another  comment  suggested  dial 
the  inclusion  in  the  labehng  of  some 


adverse  ructions  might  divert  medical 
attention  from  other  Aerapeutic  or 
disease  factors  actually  giving  rise  to  the 
particular  amdition  for  which  the  drug 
is  being  used. 

The  Commissioner  concludes  that  an 
appropriate  listing  of  adverse-reaction 
information  will  encourage  the  safe  and 
effective  use  of  drugs  by  physicians  and 
will  not  divert  their  attention  fitxn  other 
therapeutic  csr  disease  factors  that 
produce  symptoms  similar  to  the 
adverse  reactions  caused  by  particular 
drugs.  Accordingly,  the  Commissioner 
has  made  no  change  in  the  final 
regulation  because  of  this  conunent 

105.  A  comment  questioned  the 
sources  of  adverse-reaction  data 
required  in  labeling,  especially  whether 
they  are  to  be  obtained  fiom  literature 
references,  FDA  adverse  reaction  files, 
or  the  manufacturer’s  files  of  directly 
reported  adverse  reactions.  The 
comment  also  asked  whether,  if  the  data 
are  to  be  obtained  from  the 
manufacturer's  files,  a  manufacturer  has 
access  to  the  adverse-reaction  data  of 
other  companies  marketing  the  same 
drug  or  a  drug  of  a  similar  class. 

The  Commissioner  advises  that 
adverse-reaction  data  in  drug  labeling 
should  be  based  on  all  the  information 
available  to  the  manufacturer 
concerning  the  drug.  Manufacturers  who 
market  the  same  drug  or  a  drug  of  a 
similar  class  are  encouraged  to 
cooperate  in  providing  the  best  and 
most  accurate  adverse-reaction 
information  in  the  labeling  for  their  drug 
products.  FDA’s  adverse-reaction  files 
contain  a  compilaticm  of  all  data 
submitted  to  the. agency  on  adverse 
reactions  from  drugs.  The  data  are 
available  to  labelers  under  FDA’s  public 
information  regulations  (Part  20  (21  CFR 
Part  20)). 

106.  One  comment  suggested  that  FDA 
develop  standards  for  reporting  the 
frequency  of  adverse  reactions 
associated  with  drugs  and  require 
statements  in  labeling  concerning  the 
conditions  under  which  the  adverse 
reactions  occurred. 

The  Commissioner  points  out  that 
under  §  310.300,  holders  of  NDA’s 
approved  under  section  505  of  the  act 
are  required  to  submit  information 
concerning  the  quantity  of  the  drug 
distributed  and  reports  of  clinical 
experience,  studies,  investigations,  and 
tests  conducted  by,  or  reported  to,  the 
NDA  holder.  The  FDA  encourages 
individoal  physicians  to  submit  reports 
to  the  agency  of  adverse  experiences 
that  they  observe  with  marketed  drug 
products.  The  agency  also  supports  a 
variety  of  epidemiological  surveys  and 
special  studies  related  to  drug  use  and 
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adverse  reactions.  Furthermore,  the 
Commissioner  concludes  that  many 
sections  of  the  labeling  specified  in  this 
final  rule  define  the  conditions  under 
which  adverse  reactions  may  occur. 
Accordingly,  the  Commissioner  believes 
the  current  activities  of  the  agency,  and 
particularly  this  final  rule,  address  the 
concerns  of  the  conunent. 

107.  Several  comments  objected  to  the 
requirement  that  the  labeling  list 
adverse  reactions  that  occur  with  the 
drug  to  which  the  labeling  applies  and 
with  drugs  of  the  same  chemical  or 
pharmacologic  class,  if  applicable, 
arguing  variously  that  the  standard 
(“same  chemical  or  pharmacologic 
class")  is  unclear  and  too  general,  that 
the  potential  for  adverse  reactions  fi’om 
a  di^g  depends  upon  the  actual 
experience  with  the  specific  drug  and 
not  the  class  to  which  it  belongs,  and 
that  no  proof  exists  that  adverse 
reactions  occur  equally  among  all  drugs 
in  a  class.  A  comment  suggested  that 
only  those  adverse  reactions  for  drugs  in 
the  same  pharmacologically  active  and 
chemically  related  class  be  required  in 
the  labeling  for  the  drug. 

The  Commissioner  agrees  that,  in 
addition  to  adverse  reactions  reported 
for  the  drug  to  which  the  labeling 
applies,  only  those  adverse  reactions  for 
dnigs  in  the  same  pharmacologically 
active  and  chemically  related  class  are 
required,  if  applicable,  to  be  included  in 
the  labeling  for  a  drug  and  has  modified 
§  201.57(g)  accordingly. 

The  Commissioner  concludes  that  the 
remainder  of  these  comments 
apparently  do  not  understand  the  class 
labeling  requirements  for  adverse- 
reaction  information.  As  a  part  of  its 
labeling  revision  program,  FDA 
contracted  with  the  American  Society  of 
Hospital  Pharmacists  to  draft  20  class 
labelsd'or  classes  of  drugs  including  the 
digitalis  glycosides,  cephalosporines, 
corticosteroids,  oral  anticoagulants,  and 
tetracyclines.  Drug  classes  were 
selected  for  this  project  on  the  basis  of 
close  clinical,  pharmacologic,  and 
therapeutic  relationships.  Accordingly, 
class  labeling  is  being  drafted  for 
thiazide  diuretics,  but  not  for  all 
diuretics.  In  this  program,  adverse 
reactions  within  a  class  of  drugs  are 
considered  to  pertain  to  all  members  of 
that  class  unless  it  can  be  shown  that 
drugs  within  a  class  are  in  fact  different; 
e.g.,  a  difference  among  members  of  the 
tetracycline  class  has  been  shown  with 
respect  to  photosensitivity  potential  and 
safety  in  the  presence  of  renal  disease. 
The  Commissioner  believes  the 
standard  for  inclusion  of  class  adverse 
reactions,  i.e.,  “same  pharmacologically 
active  and  chemically  related  class,"  is 


clear  and  specific  enough  to  apprise 
manufacturers  of  the  adverse  reaction 
data  that  are  required  in  prescription 
drug  labeling. 

108.  A  comment  contended  that  this 
section  of  the  labeling  format  should 
state  that  the  only  adverse  reactions 
fi-om  the  pharmacologic  or  chemical 
class  of  a  drug  to  which  §  201.57(g) 
applies  are  those  that  pertain 
specifically  to  the  pharmacologic  action 
of  the  particular  class  of  drugs,  rather 
than  to  the  so-called  toxic  effects  of  the 
drugs. 

The  Conunissioner  concludes  that 
some  toxic  efiects  of  a  drug  may  also 
exist  for  each  member  of  the  class  to 
which  it  belongs,  whether  or  not  they 
are  pharmacological  reactions. 
Accordingly,  a  distinction  between  the 
toxic  effects  of  a  drug  and  other  adverse 
reactions  must  be  based  on  the  facts  of 
each  case. 

109.  Several  comments  argued  that 
class  labeling  of  adverse  reactions 
should  not  be  approved  in  the  absence 
of  a  specified  procedure  by  which  a  drug 
whose  labeling  contains  an  adverse 
reaction  that  is  associated  with  other 
drugs  in  its  class,  but  that  is  not 
associated  with,  or,  based  on  adequate 
and  well-controlled  studies,  does  not 
apply  to,  the  drug,  can  be  relieved  of  the 
requirement  that  the  adverse  reaction  be 
stated  in  the  drug's  labeling. 

'The  Commissioner  advises  th4t  a 
listing  in  drug  labeling  of  the  adverse 
reactions  that  occur  with  drugs  of  the 
same  pharmacologically  active  and 
chemically  related  class  as  the  drug  is 
appropriate,  if  the  reactions  can  be 
reasonably  associated  with  the  use  of 
that  drug,  e.g.,  through  similarity  in 
pharmacological  action  or  chemical 
structure.  If  adequate  scientific  evidence 
demonstrates,  however,  that  an  adverse 
reaction  that  occurs  for  a  class  of  drugs 
does  not  occur  with  a  particular  member 
of  that  class,  the  reaction  would  not  be 
reasonably  associated  with  the  drug  and 
would  not  be  appropriately  included  in 
its  labeling.  The  Commissioner 
concludes  that  this  interpretation  is 
inherent  in  the  regulation  as  proposed 
and,  accordingly,  that  no  change  in 
§  201.57(g)  is  warranted. 

110.  Several  comments  contended  that 
the  prescription  drug  labeling  format 
should  permit  adverse  reactions  to  be 
listed  in  two  categories:  one  for  adverse 
reactions  observed  and  reported  for  the 
drug,  and  one  for  adverse  reactions 
observed  and  reported  for  the  class  of 
drugs  to  which  the  drug  belongs. 
Concurrent  with  the  second  list  should 
be  a  statement  that  the  adverse 
reactions  have  not  been  reported  for  the 
drug  or  that  the  frequency  of  reports  is 


higher  or  lower  for  the  drug  than  for  the 
class.  Another  comment  asked  whether 
a  manufactiu'er’s  adverse-reaction  data 
concerning  a  drug  should  be  stated 
separately  from  other  manufactiirers’ 
data  concerning  closely  related 
products.  One  comment  suggested  an 
additional  category  for  adverse 
reactions  reported  as  placebo  efifects. 

The  Commissioner  does  not  agree  that 
adverse  reactions  should  be  listed  in 
separate  categories  depending  upon  the 
source  of  the  data  upon  which  they  are 
based.  The  distinctions  raised  by  the 
comments  for  separately  listing  adverse 
reactions  are ‘inappropriate  because 
those  groupings  of  adverse  reactions  in 
drug  labeling  would  give 
conspicuousness  to  Ae  absence  of 
particular  adverse  reactions  that  apply 
to  related  drugs  but  are  not  observed 
with  the  drug  to  which  the  labeling 
applies,  when  no  basis  exists  to  suggest 
that  the  adverse  reaction  will  not  occur 
with  that  drug  as  it  does  with  the  related 
drugs.  Accor^ngly,  the  Commsissioner 
concludes  that  separate  listings  of 
adverse-reaction  information  would  be 
misleading. 

The  Commissioner  also  believes  that 
the  incidence  of  placebo  effects  is 
sometimes  overstated  and  that  ^ 
incidence  does  not  necessarily  w^rove 
the  incidence  of  adverse  reactions  from 
the  drug.  The  association  of  an 
undesirable  efiect  with  the  use  of  a  drug 
may  depend  on  factors  other  than  an 
increase  in  the  incidence  of  the  effect, 
e.g.,  the  severity  of  the  imdesirable 
effect  or  its  temporal  relationship  to  the 
use  of  the  drug.  Although  a  number  of 
apparent  adverse  effects  are  associated 
with  nonpharmacological  factors,  i.e., 
placebo  efiects,  prescription  drug 
labeling  should  be  limited  to  adverse 
reactions  reasonably  associated  with 
drug  use. 

111.  A  comment  suggested  that 
adverse  reactions  be  separated  to 
indicate  those  reactions  associated  with 
each  dosage  form  being  marketed. 

The  Commissioner  agrees  that 
adverse  reactions  may  be  separated  to 
indicate  those  reasonably  associated 
with  a  particular  dosage  form,  when  the 
reactions  are  not  reasonably  associated 
with  every  dosage  form. 

112.  Another  comment  suggested  that 
adverse  reactions  derived  from  animal 
studies,  but  not  seen  clinically,  be  so 
identified. 

The  Commissioner  concludes  that 
§  201.56(c)  provides  that  adverse 
reactions  derived  from  animal  studies, 
but  not  seen  clinically,  may  be  included 
in  this  section  of  the  labeling  format  if 
the  information  is  necessary  for  the  safe 
and  effective  lise  of  the  drug  in  humans 
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and  if  the  animal  data  are  identified  as 
Such.  The  Commissioner  finds  that  these 
interpretations  were  inherent  in  the 
regulation  as  proposed  and,  therefore, 
that  no  change  in  §  201.57(g)  is 
necessary. 

113.  One  comment  suggested  that  a 
general  statement  about  the 
pharmacological  class  of  the  drug  and 
its  effect  on  humans  be  substituted  for  a 
class  list  of  adverse  reactions. 

Because  the  statement  would  not  be 
as  useful  to  physicians  as  a  clear  and 
concise  listing  of  the  adverse  reactions 
that  occur  with  drugs  of  the  same 
pharmacologically  active  and 
chemically  related  class,  the 
Commissioner  concludes  that  a  general 
statement  about  the  pharmacological 
class  of  the  drug  cannot  substitute  for  a 
class  list  of  adverse  reactions. 

114.  One  comment  suggested  that 
disclosure  of  significant  medical  and 
scientific  controversy  surrounding  a 
reported  adverse  reaction  be  permitted. 

The  Commissioner  advises  that 
inclusion  in  drug  labeling  of  medical  or 
scientific  controversy  concerning 
labeling  statements  would  be  highly 
confusing,  and  thus  misleading,  in 
violation  of  section  502(a)  of  the  act. 
This  conclusion  was  fully  discussed  in 
the  preamble  to  the  July  7. 1975  rule 
revising  ( 1.21.  The  Commissioner 
rea^irms  this  conclusion  and  rejects  the 
suggestion. 

-  US.  Several  commmits  objected  to  the 
requirement  in  §  201S7(g)(l)  that  the 
labeling  include  specific  information  on 
the  severity  and  mechanism  of  the 
important  adverse  reactions  associated 
with  the  drug,  as  well  as  information  on 
the  clinical  management  of  the 
reactions,  alleging  that  it  will  be 
impossible  to  comply  with  such  a 
blanket  requirement,  that  there  will  be 
difficulty  in  determining  which  adverse 
reactions  are  “important,"  that 
information  on  severity  and  mechanism 
may  be  unknown,  that  diis  information 
is  already  required  under  the 
“Warnings”  section  of  the  labeling 
format  and  that  it  is  not  necessary  or 
desirable  to  tell  physicians  what  good 
medical  practice  requires  in  the  clinical 
management  of  adverse  reactions.  One 
comment  observed  that  the  existence  of 
predisposing  pathological  conditions 
concomitant  with  an  adverse  reaction 
presents  a  complex  clinical  situation 
that  may  be  too  broad  to  place  in 
labeling  to  describe  the  mechanism, 
severity,  and  management  of  an  adverse 
reaction.  Another  comment  suggested 
that  such  information  be  required  only 
when,  under  the  specific  circumstances, 
the  methods  and  procedures  required 
would  be  novel  and  not  generally  within 


the  knowledge  of  physicians  practicing 
good  medical  care.  A  comment 
suggested  that  the  words  “if  available" 
be  added  at  the  end  of  S  201.57(gKl). 

The  Commissioner  agrees  in  part  with 
these  comments.  Information  on  steps 
that  should  be  taken  by  health  care 
professionals  in  the  management  of 
serious  adverse  reactions  must  be  stated 
in  the  “Warnings”  section  of  the 
labeling,  as  discussed  in  paragraph  65  of 
this  preamble.  The  Commissioner 
concludes  that  it  would  be  impractical 
to  distinguish  further  between 
“important”  and  other  adverse  reactions 
and  to  require  specific  information  (m 
the  management  of  “important”  adverse 
reactions  in  drug  labeling.  Accordingly, 
the  requirement  that  the  "Adverse 
Reactions”  section  of  the  labeling  b^ar 
information  on  the  severity,  mechanism, 
and  clinical  managment  of  “important” 
adverse  reactions  has  been  deleted  from 
the  final  rule. 

The  Commissioner  also  agrees  with 
the  comment  that  a  predisposing 
pathological  condition  may  affect 
labeling  statements  concerning  adverse 
reactions,  as  well  as  warnings, 
contraindications,  and  other  sections  of 
prescription  drug  labeling.  Labeling 
statements  based  on  such  conditions 
must  be  determined  on  a  case-by-case 
basis,  however,  because  they  will  vary 
greatly  among  drugs  and  the  kinds  of 
conditions  that  may  occur.  AcccMdingly, 
no  change  in  the  final  regulation  is 
warranted  in  that  respect 

116.  Several  comments  were  received 
concerning  the  format  in  $  201.57(g)(2) 
for  listing  adverse  reactions.  One 
conunent  contended  that  they  should  be 
listed  in  order  of  seriousness,  while 
another  asserted  that  listing  adverse 
reactions  in  terms  of  approximate 
frequency  is  unrealistic  and  suggested 
that  they  be  listed  in  descending  order 
of  frequency.  One  comment  argued  that 
specific  criteria  for  the  categories  of 
fiequent  less  firequent,  and  few  adverse 
reactions  be  established  to  provide 
consistency  among  labeling  for  difierent 
drugs.  Two  comments  suggested  that 
rou^  coders  of  ma^itude  be  allowed 
for  drugs  marketed  for  a  significant 
period  of  time  and  that  specific  adverse 
reactions  and  frequencies  encountered 
in  clinical  trials  be  allowed  for  new 
drugs. 

The  Commissioner  believes  that  these 
comments  show  a  misunderstanding  of 
this  section  of  the  labeling  format  and 
has  revised  the  final  regulation  to 
eliminate  the  potential  for  future 
misunderstandings  of  these 
requirements.  Adverse  reaction 
information  may  be  categorized  under 
this  section  of  the  labeling  by  organ 


system,  severity,  frequency,  or 
toxicological  mechanism.  The 
Commissioner  has  revised  the 
requirement,  however,  to  clarify  that 
any  one  of  those  categories  for  reporting 
adverse  reaction  information,  or  a 
combination  of  them,  may  be  used  in 
prescription  drug  labeling.  The 
Commissioner  has  also  revised  the 
regulation  to  clarify  that  the  categories 
themselves,  and  the  adverse  reactions 
within  each  category,  are  required  to  be 
listed  in  descending  order  of  fi'equency. 
An  adverse  reaction  that  is  significantly 
more  severe  than  the  other  reactions 
listed  in  a  category,  however,  is  required 
to  be  listed  befcH'e  those  other  reactions. 
The  Commissioner  believes  that  drug 
labelers  have  experience  in  writing 
labeling  in  this  format  and  concludes 
that  this  uniform  format  for  listing 
adverse  reactions  will  be  most  helpful  to 
physicians.  If  firequency  information 
from  adequate  clinical  studies  is  not 
available  for  a  drug,  the  categc^ies  and 
adverse  reactions  within  each  category 
are  required  to  be  listed  in  decreasing 
order  of  severity. 

117.  A  comment  objected  to 
2()l-57(g)(l),  arguing  that  it  is  virtually 
impoasiUe  to  state  the  “approximate 
frequency”  of  each  adverse  reactkxi, 
particularly  for  those  drugs  that  have 
been  marketed  for  several  years. 

Several  comments  request^ 
clarification  of  how  frequency  and 
severity  data  on  adverse  reacticms  are 
to  be  generated,  especially  for  drugs 
produced  by  many  different 
manufacturers.  Another  comment 
suggested  that  the  regulation  not  require 
numerical  estimates  for  frequency  of 
adverse  reactions  because  the  estimates 
can  easily  be  misleading  and  would 
require  constant  revision  to  reflect 
continuing  receipt  of  clinical  data.  The 
comment  suggested  that  word 
classifications  alone  would  be  more 
satisfactory. 

The  Commissioner  does  not  agree  that 
the  provisions  of  S  201.57(g)(1)  will 
require  frequent  revision  of  die 
“Adverse  Reactions”  section  of  labeling 
to  reflect  the  continuing  receipt  of 
clinical  data,  unless  reliable  studies 
demonstrate  a  significant  change  in  the 
frequency  of  adverse  reactions.  Word 
classifications  of  the  frequency  of  such 
reacdmis,  however,  would  not  convey 
useful  information  to  physicians  and, 
accordingly,  would  be  unsatisfactory. 
Section  201.57(g)(1)  requires  that,  when 
information  on  the  frequency  of  adverse 
reactions  is  available,  it  be  expressed  in 
rough  estimates  or  orders  of  magnitude 
that  will  provide  physicians  with  dear 
and  concise  statements  of  the  frequency 
of  the  reactions.  The  labeling  format,  as 
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proposed,  establishes  criteria  that  will 
provide  consistent  labeling  statements 
on  adverse  reactions. 

The  Commissioner  believes  that 
information  to  categorize  adverse 
reactions  can  be  obtained  from,  among 
other  sources,  (1)  adequate  and  well- 
controlled  studies,  as  described  in 
I  314.111  (21  CFR  314.111),  e.g.,  phase  II 
and  III  studies  conducted  under  §  312.1 
(21  CFR  312.1)  (particularly  for  newly 
marketed  drugs);  (2)  long-term 
experience  (particularly  for  drugs 
marketed  for  a  significant  period  of 
time);  and  (3)  epidemiological  studies. 
Reasonable  ranges  for  incidences  of 
adverse  reactions,  e.g.,  10  to  20  in  1,000 
patients,  may  be  included  in 
prescription  drug  labeling  if  the  range  is 
supported  by  adequate  studies.  If  many 
studies  are  available,  however,  and  they 
demonstrate  a  wide  range  in  the 
incidence  of  an  adverse  reaction,  the 
incidence  range  should  be  restricted  to 
that  obtained  from  the  most 
representative  and  reliable  studies,  to 
avoid  burdening  physicians  with 
irrelevant  ranges  for  each  adverse 
reaction.  More  detailed  discussions  are 
permitted  for  more  significant  adverse 
reactions.  If  no  reliable  studies  are 
available  to  provide  incidence  data, 
adverse  reactions  are  required  to  be 
listed  in  decreasing  order  of  severity. 

118.  Two  comments  objected  that 
specific  criteria  for  categories  of  adverse 
reactions  might  misleadingly  appear  to 
be  a  tool  for  users  to  compare  directly 
the  safety  of  different  drugs  merely  by 
examining  the  labeling  to  determine 
which  drug  has  the  hipest  incidence  of 
reactions  of  any  given  type.  The 
comments  contended  that  such  a  format 
is  contrary  to  other  proposed  provisions ' 
prohibiting  the  inclusion  of  statements 
of  comparative  or  quantitative  safety  in 
prescription  drug  labeling. 

Although  comparative  statements  of 
safety  within  the  labeling  for  a 
particular  drug  are  misleading  unless 
they  are  supported  by  substantial 
evidence,  the  Commissioner  concludes 
that,  if  the  “Adverse  Reactions"  sections 
of  the  labeling  for  different  drugs 
comply  with  these  final  regulations, 
there  should  be  no  restrictions  upon  the 
physician’s  comparing  labeling  for 
different  drug  products.  The 
Commissioner,  therefore,  rejects  these 
comments. 

119.  Two  comments  questioned  the 
prohibition  in  §  201.57(g)(2)  against  the 
use  of  percent  figures  to  indicate 
frequency  of  adverse  reaction,  even 
though  frequency  of  adverse  reactions 
per  100  patients  is  acceptable. 

The  Commissioner  believes  the  use  of 
percent  figures  often  conveys  a  greater 


degree  of  certainty  than  can  be 
concluded  from  the  data.  For  that 
reason,  the  labeling  format  requires  that 
frequency  statements  be  modified  by  the 
word  “about”  or  “approximately.” 

Percent  figures  may  be  used,  however,  if 
they  appropriately  reflect  general 
experience  and  do  not  falsely  imply  a 
greater  degree  of  accuracy  than  actually 
exists. 

120.  One  comment  objected  to 
permitting  percent  figures  fi:om  adequate 
and  well-controlled  studies,  even  though 
the  incidence  of  adverse  reactions  for  an 
active  drug  and  a  placebo  may  not  be 
significantly  different. 

As  stated  in  paragraph  110  of  this 
preamble,  the  Commissioner  believes 
that  “placebo  effects”  are  sometimes 
overstated  and  that  the  incidence  of 
placebo  effects  does  not  necessarily 
disprove  the  incidence  of  adverse 
reactions  associated  with  a  drug.  The 
Commissioner,  therefore,  rejects  this 
comment. 

121.  Two  comments  objected  to 

S  201.57(g)(3)  on  the  ground  that  it  fails 
to  indicate  the  criteria  to  be  used  to 
determine  whether  an  adverse  reaction 
is  “potentially  fatal”  and.  when  that 
determination  has  been  made,  whether 
the  statement  must  be  placed  in  the 
"Warnings”  or  the  “Contraindications” 
section  of  the  labeling. 

The  Commissioner  advises  that  an 
adverse  reaction  is  potentially  fatal  if  it 
may  result  in  death  to  the  patient.  If. 
under  certain  conditions,  the  risk  of  a 
potentially  fatal  adverse  reaction  is  so 
great  that  it  clearly  outweighs  any 
benefit  to  be  derived  fix)m  using  the 
drug,  the  use  of  the  drug  under  those 
conditions  should  be  contraindicated  in 
the  drug’s  labeling.  If  the  benefit-to-risk 
considerations  for  the  use  of  a  drug  are 
favorable  despite  the  possibility  of  a 
potentially  fatal  adverse  reaction,  that 
adverse  reaction  should  be  described  in 
the  “Warnings”  section  of  the  drug’s 
labeling.  Accordingly,  no  change  is 
needed  in  the  final  regulation  because  of 
these  comments. 

122.  One  comment  objected  to 

§  201.57(g)(4)  and  contended  that  data 
comparing  the  drug  to  which  the 
labeling  applies  with  other  drugs  in 
terms  of  frequency,  severity,  or 
character  of  adverse  reactions  derived 
fi'om  adequate  and  well-controlled 
'studies,  should  be  required  in  all 
labeling. 

The  Commissioner  reiterates  that  the 
prescription  drug  labeling  format  is  an 
inappropriate  place  in  which  to  require 
that  particular  data  or  information  be 
generated  on  drugs.  The  labeling  format 
is  intended  to  provide  drug  labeling  for 
physicians  that  presents  available  data 


and  information  in  a  clear  and  concise 
manner.  The  comparative  data  that  the 
comment  urges  be  placed  in  prescription 
drug  labeling,  however,  is  not  generally 
available  for  most  drugs. 

Drug  Abuse  and  Dependence 

123.  Several  comments  suggested  the 
adoption  of  either  a  separate  section 
concerning  the  abuse  and  dependence 
potential  of  the  drug  or  inclusion  of 
information  on  these  subjects  under 
other  sections  oflhe  labeling  format, 
e.g.,  the  “Clinical  Pharmacology,” 
"Contraindications,”  “Warnings,” 
"Precautions,”  or  "Adverse  Reactions” 
section. 

The  Commissioner  concludes  that  the 
proposed  labeling  format  would  have 
required  the  inclusion  of  information  on 
the  drug  abuse  and  dependence 
potential  of  a  drug  under  other  sections 
of  the  labeling  format  The 
Commissioner  agrees,  however,  with  the 
comments  that  ^is  information  should 
be  placed  in  a  separate  section  of  the 
labeling  format.  Accordingly,  S  201.57(h) 
requires  the  labeling  of  a  prescription 
drug  to  include  the  following:  (1)  if  the 
drug  is  controlled  by  the  Drug 
Enforcement  Administration  (DEA),  the 
schedule  in  which  it  is  controlled;  (2) 
information  on  the  types  of  abuse  that 
occur  with  the  drug  and  the  adverse 
reactions  pertinent  to  them;  (3) 
information  on  the  types  of 
psychological  or  physical  dependence 
that  occur  with  the  drug;  (4)  susceptible 
populations;  (5)  identification  of  the 
quantity  of  the  drug  over  a  period  of 
time  that  may  lead  to  tolerance  or 
dependence,  or  both;  (6)  information  on 
the  effects  of  chronic  abuse  and  abrupt 
withdrawal;  and  (7)  a  description  of  the 
procedures  necessary  to  diagnose  the 
dependent  state  and  treat  the  effects  of 
abrupt  withdrawal.  The  Commissioner 
also  advises  that  the  identification  of 
the  schedule  in  which  a  drug  is 
controlled  by  DEA  in  this  section  of  the 
labeling  format  is  in  addition  to  the 
identification  required  under  DEA's 
regulations  in  21  CFR  1302.03(b)  and 
1302.05. 

Overdosage 

124.  Several  comments  were  received 
on  the  section  of  the  prescription  drug 
labeling  format  concerning  the  signs, 
symptoms,  laboratory  findings,  and 
general  principles  of  treatment  for 
overdosage  of  the  drug.  One  comment 
contended  that  the  words  "if  known”  be 
added  before  the  word  ‘‘describe”  in  the 
first  sentence  of  S  201.57(i)  on  the 
ground  that  overdosage  information 
fi'om  human  data  may  not  be  available 
for  a  newly  marketed  drug.  Another 
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comment  suggested  that  this  section  be 
written  in  a  liberal  manner  because  data 
on  other  drugs  of  the  same  class  as  the 
drug  to  which  the  labeling  applies  may 
be  the  only  information  available 
relating  to  overdosage  of  a  drug, 
especially  for  newly  marketed  drugs. 

The  Commissioner  does  not  agree  that 
this  information  should  be  required  in 
drug  labeling  only  if  information  based 
on  human  data  is  known.  However,  the 
Commissioner  has  revised  this  section 
of  the  labeling  format  to  state  that  the 
information  must  be  based  on  human 
data,  if  available,  but  if  human  data  are 
unavailable,  the  information  may  be 
based  on  appropriate  animal  and  in 
vitro  data.  Also,  as  revised,  §  201.57(i] 
provides  that  overdosage  statements 
may  be  based  on  data  and  information 
concerning  other  drugs  of  the  same  class 
as  the  drug  to  which  the  labeling  applies 
if  data  and  information  concerning  the 
drug  are  unavailable. 

125.  One  comment  contended  that  the 
“Overdosage”  section  of  the  labeling 
should  contain  the  following 
information:  (1)  signs  and  symptoms  of 
overdose  and  time  of  onset;  (2) 
laboratory  procedures  to  confirm  or 
exclude  the  presence  of  the  drug;  (3) 
applicable  treatment  procedures  for 
limiting  absorption,  reducing  severity  of 
clinical  ejects  (e.g.,  antidotes), 
promoting  excretion  (e.g.,  diuresis  and 
dialysis),  and  support  of  vital  functions; 
(4)  commonly  occurring  complications 
(e.g.,  organ  toxicity,  delayed  acidoses, 
etc.);  (5)  amount  of  a  single  dose 
ordinarily  associated  with  symptoms  of 
overdose;  (6)  amount  of  a  single  dose 
likely  to  be  life-threatening;  (7)  blood 
concentration  range  likely  to  be 
associated  with  overdose;  and  (8) 
specific  treatment  procedures  known  to 
be  ineffective  or  hazardous  (e.g.,  central 
nervous  system  stimulant  for  sedative 
drug  overdose).  That  comment  also 
suggested  that  approaches  to  treatment 
discussed  in  the  “Ouerdosage"  section 
should  be  limited  to  procedures  of 
established  ei^ectiveness,  because 
naming  a  procedure  without  comment 
implies  the  advocacy  of  the  procedure. 
One  comment  argued  that  serum  levels 
associated  with  toxicity  should,  when 
applicable,  be  defined.  A  comment 
contended  that  a  comprehensive 
description  of  overdosage  is  incomplete 
without  information  on  acute  or  chronic 
toxicity  experienced  with  the  drug. 
Another  comment  contended  that  a 
statement  of  the  value  of  therapeutic 
measures  such  as  forced  emesis  or 
diuresis  or  dialysis  should  be  required  in 
this  section  of  the  labeling. 

The  Commissioner  believes  the 
proposed  “Qverdosage”  section  of  the 


labeling  format  would  have  required 
much  of  the  information  detailed  in 
these  comments  to  appear  in  that 
section  of  prescription  drug  labeling,  but 
agrees  that  §  201.57(i)  should  be 
expanded  to  list  more  thoroughly  those 
kinds  of  information  necessary  to 
describe  adequately  the  signs, 
symptoms,  and  laboratory  findings  of 
acute  overdosage  and  the  general 
principles  of  treatment.  Accordingly,  the 
“Overdosage”  section  of  the  labeling 
format  has  been  extensively  revised  in 
the  final  rule. 

126.  One  comment  suggested  that  only 
specific  antidotal  and  therapeutic 
measures,  e.g.,  those  available  fi'om  the 
National  Clearinghouse  for  Poison 
Control  Centers,  be  required  in  this 
section  of  the  labeling. 

The  Commissioner  does  not  believe 
that  the  information  in  this  section  of  the 
labeling  format  should  be  limited  to  a 
particular  source.  Prescription  drug 
labeling  should  include  accurate 
antidotal  and  therapeutic  information 
from  whatever  source  may  be  available. 
The  Commissioner  therefore  rejects  the 
comment. 

127.  One  comment  suggested  that  this 
section  be  optional  because  overdosage 
of  some  drugs,  e.g.,  many  topical  drugs, 
is  either  unlikely  or  not  harmful. 

Another  comment  suggested  that  this 
section  be  qualified  by  the  phrase  “if 
applicable.” 

The  Commissioner  reiterates  that 
§  201.56(d)  provides  that  any  section  or 
subsection  of  the  labeling  format  may  be 
omitted  if  clearly  inapplicable. 
Accordingly,  the  “Overdosage”  section 
of  prescription  drug  labeling  may  be 
omitted  for  a  drug  if  an  overdose  is 
highly  improbable  or  not  harmful. 

Dosage  and  Administration 

128.  Several  comments  objected  to 
any  requirements  that  prescription  drug 
labeling  state  in  mandatory  language  the 
recommended  usual  dosage,  the  usual 
dosage  range,  an  upper  limit  dosage,  and 
dosages  for  each  indication,  argmng  that 
those  requirements  fail  to  recognize 
unusual  circumstances  concerning 
individual  patients  who  can  be 
evaluated  only  by  the  attending 
physician.  One  comment  contended  that 
this  section  must  be  worded  in  a  manner 
that  acknowledges  that  the  physician 
can  prescribe  outside  the  dosage 
information  stated  in  the  labeling  for  the 
patient  who  falls  outside  the  usual  range 
of  conditions  and  who  can  be  evaluated 
only  by  the  attending  physician.  Two 
comments  suggested  diat  the  words  * 
“where  appropriate”  be  added  after  the 
words  “the  usual  duration  of  treatment” 
in  this  section.  Two  other  comments 


contended  that  information  on  the  usual  - 
duration  of  treatment  should  be  required 
only  when  there  is  a  clear  medical  need 
to  require  a  specific  treatment  period  ot 
when  other  safety  considerations  are 
involved  in  the  use  of  a  drug.  One 
comment  urged  that  this  section  end 
following  the  phrase  “for  each 
indication  whenb  appropriate,”  on  the 
ground  that  the  information  required  by 
the  remainder  of  this  section  will  vary 
for  each  patient  based  on  the  severity  of 
the  illness  and  the  individual's  response 
to  treatment. 

The  Commissioner  concludes  that 
these  comments  have  misunderstood  the 
intent  of  §  201.57(j).  The  requirement  to 
include  the  “usual”  dose,  dosage  range, 
duration  of  treatment,  etc.,  in  effect 
recognizes  that  “unusual”  situations 
may  occur  under  which  usual  dosage 
information  may  be  inappropriate  and 
the  medical  jud^ent  of  the  attending 
physician  will  be  required.  The  • 
Commissioner  reiterates  that 
prescription  'drug  labeling  is  intended 
only  to  provide  a  sununary  of  the 
essential  scientific  information  needed 
for  the  safe  and  effective  use  of  the 
drugs  and  not  to  restrict  a  physician 
from  exercising  his  or  her  best 
professional  judgment. 

The  Commissioner  has  clarified 
§  201.57(j)  to  require  that  the  “Dosage 
and  Administration”  section  of  the 
labeling  format  include  a  statement  of 
the  upper  dosage  limit  beyond  which  the 
safety  and  effectiveness  of  the  drug 
have  not  been  established.  Defining  the 
upper  dosage  limit  as  that  point  beyond 
which  the  safety  and  effectiveness  of 
the  drug  have  not  been  established, 
rather  than  the  point  beyond  which  the 
drug  should  not  be  prescribed,  will 
provide  a  clearer  standard  in  writing 
this  section  of  prescription  drug  labeling. 
The  Commissioner  has  also  further 
revised  §  201.57(j)  to  state  that  radiation 
dosimetry  information,  concerning  both 
the  patient  receiving  a  radioactive  drug 
and  the  person  administering  it,  is 
required  in  the  “Dosage  and 
Administration”  section  of  the  labeling. 
That  information  is  currently  stated  in 
this  section  of  the  labeling  for  most 
radioactive  drugs. 

129.  A  comment  suggested  that 
storage  conditions  for  a  drug  are  better 
described  under  the  “How  Supplied” 
section  of  the  labeling  than  under 
“Dosage  and  Administration.” 

The  Commissioner  agrees  that  storage 
conditions  for  most  drugs  are 
appropriately  placed  in  the  “How 
Supplied”  section  of  the  labeling.  In  the 
case  of  drugs  that  are  reconstituted 
before  use,  however,  that  information 
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should  accompany  the  directions  in  this 
section  for  reconstitution. 

130.  A  comment  contended  that  much 
of  the  information  concerning  ddsage 
range  for  a  drug  is  often  available  only 
after  the  drug  has  been  in  clinical  use 
for  a  period  of  time  and  that  much  of  the 
required  information  may  never  be 
aveulable. 

The  Commissioner  does  not  agree 
with  this  comment.  Before  approval  of 
an  NDA,  the  applicant  must 
demonstrate  a  safe  and  effective  dose 
for  the  proposed  indications  for  the 
drug.  Although  additional  information 
concerning  the  dosage  range  for  a  drug 
may  be  gathered  as  a  result  of  clinical 
experience,  adequate  dosage  and 
administration  information  must  be 
available  for  the  safe  and  effective  use 
of  all  marketed  drugs. 

131.  One  comment  suggested  that 
§  201.57[j]  require  that  dosages  be 
expressed  in  milligrams  per  kilogram  of 
body  weight  or  milligrams  per  square 
meter  of  body  surface  area. 

Because  systems  for  determining 
appropriate  dosage,  e.g.,  milligrams  per 
kilogram  body  weight,  can  vary  for 
particular  drugs,  the  Commissioner 
concludes  that  it  would  be  inappropriate 
at  this  time  to  require  that  a  particular 
system  for  expressing  dosage 
information  be  required  in  drug  labeling. 

132.  One  comment  suggested  that  the 
labeling  of  an  injectable  drug  include  the 
strength  of  a  final  dosage  in  terms  of 
milligrams  of  active  ingredient  per 
milliliter  of  reconstituted  solution  when 
diluted  or  prepared  according  to  labeling 
instructions,  to  ensure  an  accurate 
concentration  of  the  drug  in  an 
injectable  solution. 

The  Commissioner  agrees  that  the 
labeling  for  injectable  drugs  should, 
when  appropriate,  include  a  statement 
concerning  die  strength  of  a  final  dosage 
solution  when  prepared  according  to 
instructions,  and  has  revised  §  201.57(j) 
accordingly.  In  addition,  as  previously 
stated  in  paragraph  22  of  this  preamble, 
the  Commissioner  has  added  a 
requirement  to  this  section  that  the 
following  statement  be  included  in  the 
labeling  for  parenteral  and  injectable 
drugs:  “Parenteral  drug  products  should 
be  inspected  visually  for  particulate 
matter  and  discoloration  prior  to 
administration  whenever  solution  and 
container  permit.” 

133.  A  comment  contended  that 
modification  of  dosages  for  pediatric 
and  geriatric  patients  should  be  required 
in  di^  labeling  only  when  the  drug  is 
specifically  indicated  for  use  in  those 
classes  of  patients. 

The  Commissioner  believes  that,  if  the 
safe  and  effective  use  of  a  drug  in 


pediatric  or  geriatric  patients  requires 
any  modification  in  dosage,  the  labeling 
for  the  drug  would  be  misleading  if  it 
does  not  describe  the  modification  that 
is  necessary  for  those  patient 
populations.  This  comment  is  rejected 
and  the  requirement  is  retained  as 
proposed. 

134.  A  comment  suggested  that  a 
statement  be  added  to  the  labeling 
format  to  require  that  an  expression  of 
dosage  be  clearly  distinguished  and 
indentified  whenever  it  is  expressed  in 
terms  of  an  equivalency  standard  of  a 
drug  other  than  the  drug  identified  in  the 
labeling;  the  comment  contended  that 
dosages  suggested  in  the  labeling  may 
be  based  upon  clinical  trials  with  the 
drug  base  or  a  particular  salt  or  ester 
different  from  the  actual  drug  product 
being  dispensed,  and  that  such 
information  is  important  to  the 
physician  or  pharmacist  in  the  use  of  the 
drug. 

The  Commissioner  rejects  ihis 
comment.  Although  some  studies  in  the 
scientific  literature  report  dosage 
information  based  upon  equivalency 
standards,  dosage  information  given  in 
prescription  drug  labeling  must  be  based 
upon  data  and  information  derived  from 
studies  of  the  particular  drug  to  which 
the  labeling  applies. 

How  Supplied 

135.  A  comment  requested 
clarification  of  the  requirement  in 

§  201.57(k)  that  information  on  special 
handling  and  storage  conditions  appear 
in  the  labeling. 

The  Commissioner  concludes  that 
further  definition  of  special  handling 
and  storage  conditions,  e.g.,  “Keep  in  a 
cold  place,  avoid  freezing,”  in  the 
labeling  format  would  be  impractical 
because  special  conditions  vary  greatly 
among  drugs.  Manufacturers  can 
recognize  whether  special  handling  or 
storage  conditions  are  necessary  for 
their  drugs  and  provide  appropriate 
labeling  statements  concerning  them. 
Accordingly,  this  comment  is  rejected. 

136.  Two  comments  objected  to  the 
requirement  diat  the  units  in  which  the 
dosage  form  is  marketed  be  identified, 
arguing  that  package  sizes  are  subject  to 
frequent  change  that  would  make  the 
labeling  obsolete,  that  this  information 
is  easily  available  elsewhere,  and  that 
generic  drug  manufacturers  often  issue 
any  number  of  imits  per  customer  order. 
One  comment  suggested  that  the  dosage 
form  needs  to  be  identified  only  when 
the  insert  applies  to  more  than  one  form 
or  strength  of  the  drug  and  then  only  a 
practical  physical  description  should  be 
attempted.  A  comment  questioned  any 
requirement  that  the  National  Drug 


Code  number  for  the  drug  be  included  in 
labeling  when  it  is  legally  optional  for 
file  label. 

The  Commissioner  concludes  that 
information  concerning  the  strength  of 
dosage  forms,  the  units  in  which  they 
are  marketed,  and  the  means  to 
facilitate  their  identification  is  helpful  to 
health  professionals  in  the  prevention  or 
treatment  of  cases  of  abuse  or  overdose 
or  similar  medical  problems. 

Accordingly,  this  information  should  be 
included  in  prescription  drug  labeling  for 
the  safe  and  effective  use  of  the  drug. 
This  section  has  been  revised,  however, 
to  state  that  only  the  units  in  which  the 
dosage  form  is  ordinarily  available  for 
prescribing  by  physicians  must  be 
included  in  the  labeling.  The 
Commissioner  advises  that  §  201.57(k) 
does  not  require  that  a  manufacturer 
include  the  National  Drug  Code  number 
in  drug  labeling;  rather,  §  201.57(k) 
suggests  inclusion  of  the  number  as  an 
example  of  information  appropriate  to 
facilitate  the  identification  of  a  dosage 
form, 

137.  One  comment  contended  that  this 
section  of  the  labeling  format  should  be 
amended  so  that  other  dosage  forms  can 
be  listed  in  the  section  without  requiring 
separate  labeling  in  the  “Physician's 
Desk  Reference.” 

The  Commissioner  believes  that  this 
section  of  the  labeling  properly  includes 
information  concerning  oidy  those 
dosage  forms  to  which  the  labeling 
applies.  The  inclusion  of  information 
about  a  dosage  form  in  this  section  of 
prescription  drug  labeling  without 
including  necessary  information  in  other 
sections  of  the  labeling  for  the  safe  and 
effective  use  of  that  dosage  form  would 
cause  the  labeling  for  that  dosage  form 
to  be  misleading  within  the  meaning  of 
§  1.21  and  cause  the  drug  to  be 
misbranded  within  the  meaning  of 
section  502[a)  of  the  act. 

Animal  Pharmacology  and/or  Animal 
Toxicology 

138.  One  comment  suggested  that 
§  201.57(1]  should  be  reworded  as 
follows:  “This  section  should  be  used  to 
provide  physicians  with  important 
information  concerning  animal 
pharmacology  and/or  animal  toxicology 
and  also  in  vitro  data  that  are  provided 
by  reliable  studies  and  which  may  not 
otherwise  be  available  in  clinical  data.” 
The  comment  also  suggested  that  such 
data  be  prefaced  by  a  statement  that 
clearly  demonstrates  the  purpose  for 
which  the  data  are  presented  and 
indicates  that  there  is  an  absence  of 
clinical  data  in  support  of  the 
proposition  advanced. 
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The  Commissioner  rejects  this 
comment.  The  suggested  rewording 
would  permit  the  use  of  animal  data  to 
suggest  the  use  of  a  drug  for  indications 
for  which  it  has  not  been  shown  to  be 
safe  and  for  which  substantial  evidence 
of  effectiveness  is  lacking.  This  section 
of  the  labeling  format  may  include  only 
clinically  significant  animal  data  that 
are  necessary  for  the  safe  and  effective 
use  of  the  drug  in  humans  and  that 
cannot  be  appropriately  incorporated 
into  other  sections  of  the  labeling 
format. 

Clinical  Studies  and  References 

139.  Two  comments  objected  to  the 
broad  exclusion  of  the  “Clinical 
Studies”  and  “References”  sections  from 
prescription  drug  labeling  on  the 
grounds  that  those  sections  contain 
basic  information  needed  by  the 
physician,  especially  for  newly 
marketed  drugs,  and  that  such  a  ban, 
because  it  denies  physicians  the 
references  to  studies  that  may  contain 
descriptions  of  drug  use  for  indications 
not  approved  in  the  labeling,  contradicts 
FDA’s  position  that  drug  labeling  is  to 
be  specific  and  provide  explicit 
information  on  indications  for  use  (see 
§  1.112(e)  of  the  April  1975  proposal). 
One  comment  doubted  that  drug 
manufacturers  would  place  this  type  of 
information  in  other  kinds  of  labeling, 
such  as  brochures,  if  it  is  not  permitted 
in  the  package  insert  as  stated  in  the 
preamble  to  the  proposal.  One  comment 
stated  that,  contrary  to  the  statement  in 
the  preamble,  this  kind  of  information 
would  also  not  be  permitted  in  other 
kinds  of  labeling  because  the  proposed 
regulations  apply  to  all  labeling. 

Another  comment  suggested  that  the 
last  sentence  be  rewritten  to  require 
only  that  the  main  thrust  of  the  clinical 
studies  or  references  be  within  the 
requirements  of  the  labeling  regulations 
and  that  appropriate  qualiHcations 
concerning  other  information  be  made 
because  most  studies  and  references 
refer  to  unapproved  indications  or  uses. 
Yet  another  comment  suggested  that  the 
words  “unless  the  studies  or  references 
cited  also  refer  to  the  use  of  the  product 
for  indications  in  the  insert”  be  added  to 
the  last  sentence  of  that  section. 

The  Commissioner  agrees  in  part  with 
the  comments.  The  “Clinical  Studies” 
and  “References”  sections  of 
prescription  drug  labeling  are  intended 
to  provide  health  care  professionals 
with  basic  information  on  the  safe  and 
effective  use  of  the  drug  that  is  too 
detailed  for  inclusion  in  the  labeling  for 
the  drug.  Accordingly,  §  201.57(m)  has 
been  established  to  permit,  at  ^e  option 
of  the  person  responsible  for  the 


labeling,  the  inclusion  of  “Clinical 
Studies’!  and  “References”  sections  in 
prescription  drug  labeling.  Clinical 
studies  and  references  may  also  be  cited 
in  other  sections  of  prescription  drug 
labeling  when  the  citation  is  essential  to 
an  imderstandable  presentation  of  the 
available  information  in  that  section. 

Citation  in  prescription  drug  labeling 
of  clinical  studies  or  references  is 
permitted,  however,  only  to  the  extent 
that  the  citation  contributes  to  clear  and 
concise  drug  labeling  and  avoids 
detailed  descriptions  of  subjects  that  are 
of  limited  interest  but  nonetheless 
important.  The  Commissioner  does  not 
agree,  as  one  of  the  comments  suggests, 
that  citations  are  intended  to  provide 
physicians  with  references  to  studies 
that  may  contain  descriptions  of  drug 
use  for  indications  not  approved  in  the 
labeling.  Although  many  clinical  studies 
and  references  refer  to  unapproved  uses 
of  a  drug,  clinical  studies  and  references 
may  be  cited  in  prescription  drug 
labeling  only  to  the  extent  that  they 
contribute  to  an  understanding  of  the 
labeled  uses  of  the  drug.  A  clinical  study 
or  reference  that  is  primarily  directed  to 
an  imapproved  use  of  the  d^  would 
not  serve  that  function  and,  accordingly, 
would  not  be  appropriately  cited  in 
prescription  dr^  labeling.  Likewise, 
clinical  studies  or  references  that  are 
primarily  concerned  with  a  risk  or  risks 
from  the  use  of  the  drug  may  be  cited  in 
prescription  drug  labeling  only  to  the 
extent  that  they  contribute  to  an 
understanding  of  the  risk  or  risks.  A 
clinical  study  or  reference  that  contains 
a  detailed  description  of  a  risk*  from  the 
use  of  a  drug,  whether  or  not  the  risk 
was  observed  in  the  use  of  the  drug  for 
an  unapproved  indication,  would  be 
appropriately  cited  in  prescription  drug 
labeling  only  to  the  extent  that  it 
contributes  to  an  imderstanding  of  the 
risk.  In  contrast,  if  studies  of  the  drug  for 
approved  indications  are  also  available 
demonstrating  the  same  risk,  the  citation 
of  a  study  involving  an  unapproved  use 
would  be  inappropriate. 

Prescription  Drugs  for  Human  Use 

140.  One  comment  objected  to  the 
application  of  the  required  labeling 
format  to  labeling  under  §  201.100(d), 
which  concerns  all  labeling  including 
the  package  insert,  rather  than  under 
§  201.100(c),  which  concerns  the 
package  insert,  on  the  ground  that  the 
labeling  format  properly  applies  only  to 
the  package  insert.  Two  other  comments 
contended  that  §  201.100(d)  should  be 
amended  to  indicate  clearly  that 
S  201.57  applies  only  to  the  package 
insert  and  the  full-disclosure  portions  of 
other  labeling.  One  comment  suggested 


that  proposed  $  201.100(d)(3)  be  deleted 
and  the  phrase  “and  in  the  format 
specified  by  S  201.57  or,  where 
applicable,  §  809.10  of  this  chapter,”  be 
added  to  $  201.100(d)(1)  after  the  word 
“emphasis.” 

The  Commissioner  advises  that  any 
labeling,  as  defined  in  section  201(m)  of 
the  act,  for  a  prescription  drug  complies 
with  §  201.100(d)(3)  if  it  contains  the 
information  required,  and  in  the  format 
specified,  by  §  201.57.  Because  of  the 
enactment  of  the  Medical  Device 
Amendments  of  1976  (Pub.  L.  94-295;  90 
Stat.  539-583),  the  labeling  of  in  vitro 
diagnostic  products  (some  of  which 
were  formerly  considered  prescription 
drugs)  under  §  809.10  (21  CFR  809.10)  is 
not  affected  by  this  final  regulation. 
Section  201.100(d)(3)  clearly  applies  only 
to  the  package  insert  and  the  full- 
disclosure  portion  of  other  labeling,  and 
no  change  as  a  result  of  these  comments 
is  necessary. 

The  Commissioner  concludes  that  the 
objections  to  including  the  required 
labeling  format  in  §  201.100(d)  rather 
than  in  §  201.100(c)  were  fully  answered 
in  paragraph  9  of  the  preamble  to  the 
April  7, 1975  proposal  and  that  no  new 
information  justifying  a  change  in  the 
final  regulation  was  provided  by  these 
comments.  The  Commissioner  rejects 
the  suggested  amendment  of 
§  201.100(d)(1)  because  the  change* 
would  make  the  labeling  format  in 
§  201.57,  which  properly  applies  to  all 
prescription  drugs,  apply  only  to  articles 
subject  to  sections  505  and  507  of  the 
act. 

141.  Several  comments  stated  that  the 
proposed  amendment  to  §  201.100  to 
require  the  placement  of  the  issuance  or 
revision  date  in  the  labeling  was 
confusing.  Comments  suggested  that  the 
issuance  or  revision  date  be  allowed 
anywhere  in  the  labeling  so  long  as  it  is 
prominent,  that  the  revision  date  might 
be  confused  with  an  expiration  date, 
that  clarification  of  the  date  as  a 
revision  date  and  not  a  printing  date  is 
necessary,  and  that,  because  issuance 
dates  are  generated  throughout  the  life 
of  labeling  as  it  is  reprinted,  it  would  be 
more  meaningful  to  identify  the  date  the 
promotional  piece  issued.  One  comment 
suggested  that  the  proposal  be  revised 
to  indicate  that  the  date  should  be 
placed  in  the  top  right-hand  comer  of 
the  first  page  of  the  text  of  the  package 
insert  information  that  appears  in  the 
labeling,  and  that  existing  regulations 
should  continue  to  apply  to  other  pieces 
of  promotional  labeling.  Another 
comment  suggested  that  because  the 
proposed  labeling  format  specified  the 
location  of  the  issuance  or  revision  date 
in  drug  labeling,  this  proposed 
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amendment  of  8  201.100  should  not  be 
finalized. 

Ibe  Commissioner  is  persuaded  by 
fite  suggestion  that  the  proposed 
amendment  of  8  201.100  to  specify  the 
location  of  the  issuance  or  revision  date 
in  drug  labeling  is  unnecessary.  As 
described  in  paragraph  34  of  this 
preamble,  8  201.S6(e)  has  been  revised 
to  require  that  the  original  issuance  date 
or  the  date  of  the  most  recent  revision  of 
prescription  drug  labeling  be  identified 
as  such  and  be  prominently  placed 
immediately  after  the  leist  section  of  the 
labeling.  A  standard  location  for,  and 
the  identification  of,  that  date  will 
prevent  confusion  regarding  it 
Accordingly,  8  201.100(d)(3)  cross- 
references  8  201.56  and  thus  requires 
that  the  original  issuance  or  revision 
date  be  included  in  all  labeling,  as 
specified  in  8  201.56(e). 

142.  One  comment  objected  to 
proposed  8  201.100(e)  and  argued  that 
the  identity  of  the  dr^  manufacturer, 
packer,  or  distributor,  currently  required 
for  the  label,  should  not  also  be  required 
for  nonpromotional  prescription  drug 
labeling,  because  it  would  require 
unnecessary  costs  and  efforts  of  a 
generic  drug  manufactmer  to  inventory 
labeling  that  is  separately  referenced  for 
private  label  customers.  A  comment 
suggested  that  to  avoid  confusion 
concerning  the  location  of  the  name  and 
place  of  business  of  the  manufacturer, 
packer,  or  distributor,  the  phrase  “in 
conjunction  with  a  presentation  of 
adequate  information  for  use  required 
by  8  201.57”  be  added  after  the  word 
“conspicuously.” 

The  Commissioner  does  not  agree 
with  these  comments.  Labeling  for  a 
drug  properly  includes  the  name  and 
adclress  of  the  manufacturer,  packer,  or 
distributor,  and  the  Commissioner 
believes  that  inexpensive  methods  for 
complying  with  this  requirement  can  be 
foimd,  e.g.,  stamping  the  name  and 
address  on  printed  labeling  during  the 
packaging  process.  Requiring  a  specific 
location  of  prescription  drug  labeling  for 
this  information  is  unnecessary,  but  for 
clarity,  the  Commissioner  has  revised 
this  section  to  conform  it  to  the 
requirements  for  the  specification  of  the 
name  of  the  manufacturer,  packer,  or 
distributor  on  the  label  of  a  drug  under 
8  201.1  (21  CFR  201.1). 

Prescription  Drug  Advertisements 

143.  Several  comments  objected  to  the 
use  of  the  phrase  “quantitative 
statement  of  safety  or  effectiveness”  in 
8  202.1(e)(6)(ii)  as  being  too  vague  to  be 
enforceable.  ’Hiey  contended  that  the 
phrase  must  be  either  clarified  or 
deleted,  because  it  could  result  in  a 


preclearanoe  requirement  for  virtually 
all  advertisements.  One  comment 
contended  that  this  phrase  could 
prohibit  the  use  of  results  of  clinical 
shulies  showing  percentages  of 
effectiveness  or  adverse  reactions,  even 
thou^  diey  were  obtained  ficm 
adequate  and  well-controlled  studies, 
and  therefore,  the  comment  contended, 
the  prohibition  against  quantitative 
statements  must  refer  to  quantitative 
statements  in  conjunction  with 
comparative  data. 

The  Commissioner  does  not  agree 
with  these  comments.  The  phrase 
“quantitative  statement  of  safety  or 
effectiveness”  adequately  describes  the 
types  of  statements  that  are  prohibited 
in  drug  advertisements  unless  otherwise 
permitted  under  8  202.1(e)(6)(ii],  e.gH 
percentage  statements  of  the 
effectiveness  of  a  drug  when 
administered  for  a  particular  indication, 
or  percentage  statements  of  the 
incidence  of  a  particular  adverse 
reaction  to  a  d^. 

Section  202.1(e)(6)(ii)  does  not  create 
a  preclearance  requirement  for  the  use 
of  quantitative  statements  of  safety  or 
effectiveness  in  drug  advertisements; 
rather,  it  sets  forth  the  conditions  under 
which  the  information  may  be  used  in 
compliance  with  the  requirements  of  the 
act  and  the  regulations  in  Part  202.  The 
use  of  quantitative  statements  of  safety 
or  effectiveness  is  permitted  In  drug 
advertisements  when  the  representation 
has  been  approved  as  part  of  the 
labeling  in  a  new  drug  or  antibiotic 
application  or  biologic  license,  or  if,  for 
other  drugs,  it  is  supported  by 
substantial  evidence  derived  from 
adequate  and  well-controlled  studies,  or 
if  this  requirement  is  waived  on  the 
basis  that  other  adequate  scientific 
substantiation  exists.  Those  conditions 
for  the  use  of  this  information  are  in  full 
accord  with  the  current  requirements  of 
the  act  and  the  regulations  (see,  e.g., 

8  201.1(e)(4)).  The  prohibition  against 
quantitative  statements  of  safety  or 
effectiveness  is  not  limited  to  those 
made  in  conjunction  with  comparative 
data;  rather,  it  applies  to  all  quantitative 
statements. 

144.  A  comment  argued  that  the 
prohibition  against  a  comparison  with 
another  drug  or  the  use  of  a  quantitative 
statement  of  safety  or  effectivehess, 
unless  the  representation  is  proved  by 
substantial  evidence  or  a  waiver  is 
obtained,  is  not  authorized  by  the  act 

Tbe  Commissioner  does  not  agree 
with  this  comment  Section  502(n)  of  the 
act  provides,  among  other  things,  that 
prescription  drug  advertisements  may 
be  required  to  contain  a  “true 
statement”  in  brief  summary,  relating  to 


the  safety  and  effectiveness  of  the  drug. 
Under  8  202.1(e)(5](i),  an  advertisement 
does  not  present  su(^  a  “true  statement” 
ff  it  is  false  or  misleading  with  respect  to 
safety  and  effectiveness.  Hie 
Commissioner  concludes  that 
comparative  or  quantitative  statements 
of  safety  and  effectiveness  are 
misleachng  unless  they  are  adequately 
substantiated,  i.e.,  supported  in  most 
cases  by  substantial  evidence  derived 
firom  adequate  and  well-controlled 
studies. 

145.  A  comment  argued  that  the 
burden  is  on  the  government  to  prove 
that  safety  and  effectiveness  claims  for 
“grandfathered”  drugs  constitute 
misbranding  and  suggested  that  the  verb 
relating  to  substantial  evidence  in 

8  202.1(e)(6)(ii)  be  changed  fi'om 
“proved”  to  “supported.”  A  comment 
suggested  that  for  comparative  claims 
for  drugs  not  subject  to  section  505  or 
507  of  &e  act  the  evidence  only  be 
required  to  be  on  file  with  the 
manufacturer.  One  comment  contended 
that  the  prohibition  against  the  use  of 
comparative  claims  “by  implication”  in 
advertising  is  too  vague  to  be  enforced. 

The  Commissioner  agrees  with  the 
comments  tiiat  the  verb  in 
8  202.1(e)(6)(ii)  relating  to  substantial 
evidence  should  be  changed  fixim 
“proved”  to  “supported,”  and  that  data 
supporting  comparative  claims  for  drugs 
not  subject  to  section  505  or  507  of  the 
act  need  only  be  on  file  with  the 
manufacturer.  The  final  regulation  has 
been  revised  accordingly.  The 
Commissioner  does  not  agree,  however, 
that  the  prohibition  against  the  use  in 
advertising  of  comparative  claima  “by 
implication”  is  too  vague  to  be  enforced. 
Advertising  for  a  drug  can  imply  a 
comparative  claim  for  the  drug  by  a 
statement  that,  although  not  directly 
making  a  comparative  claim,  directly  or 
logically  can  be  expected  to  put  into  the 
mind  of  the  reader  the  unexpressed  idea 
that  the  drug  is  safer  or  more  effective 
than  another  drug.  The  Commissioner 
concludes  that  such  implied  statements, 
as  well  as  direct  statements,  comparing 
the  spfety  and  effectiveness  of  drugs  are 
misleading  unless  they  are  adequately 
supported. 

146.  A  comment  objected  to  the 
application  of  the  term  “substantial 
evidence”  to  drugs  other  than  new  drugs 
and  antibiotics,  i.e.,  drugs  subject  to, 
sections  505  and  507  of  the  act,  and 
argued  that  advertisements  containing 
comparative  claims  or  in  vitro  or  animal 
data  should  be  acceptable  cm  long  as 
they  are  not  misleading. 

Tbe  Commissioner  disagrees  with  thi« 
comment  As  stated  in  paragraph  48  of 
this  preamble,  it  is  the  position  of  FDA 
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that  labelixig  atatements  not  supported 
by  substantial  evidence  of  effectiveness 
demonstrated  by  adequate  and  well- 
controlled  studies  are  false  and 
misleading,  in  violation  of  section  502(a) 
of  the  act  Advertisements  for  drugs  t^t 
contain  comparative  claims  or  claims 
based  on  in  vitro  or  animal  data  are  also 
false  or  misleading  unless  they  are 
supported  by  "substantial  evidence.” 

147.  A  comment  objected  to  the 
prohibition  against  the  use  of 
comparative  claims  concerning  new 
drugs,  antibiotics,  and  biologies  as  a 
violation  of  section  502(n]  of  the  act 
because  the  use  of  such  statements  in 
drug  advertising  does  not  represent 
“extraordinary  circumstances”  that 
might  require  preclearance  of 
advertising.  The  comment  also  objected 
to  the  requirement  that  such  claims  be 
approved  as  part  of  the  labeling  in  a 
new  drug  or  antibiotic  application  or 
biologic  license. 

The  Commissioner  concludes  that  this 
comment  has  apparently  misinterpreted 
S  202.1(e)(6}(ii)(a].  That  section  prohibits 
comparative  and  quantitative 
statements  of  safety  or  effectiveness  for 
new  drugs,  antibiotics,  and  biologies 
unless  the  representation  has  been 
approved  as  part  of  the  labeling  in  a 
new  drug  or  antibiotic  application  or 
biologic  license.  That  section  does  not 
establish  a  preclearance  requirement  for 
advertisements:  rather,  it  requires  that 
advertisements  for  such  products  be 
based  on  their  approved  labeling. 
Accordingly,  the  Commissioner 
concludes  that  no  change  in  the  ffnal 
regulation  is  warranted  on  the  basis  of 
this  comment 

148.  One  comment  objected  to  the 
provision  for  a  waiver  of  the  substantial 
evidence  requirement,  arguing  that  the 
provision  was  vague  and  would  permit 
arbitrary  and  uneven  administration. 
Two  comments  contended  that  the 
grounds  for  a  waiver  of  the’ requirement 
for  substantial  evidence  should  include 
the  use  of  substantial  clinical  experience 
or  significant  evidence  in  the  scientific 
literature. 

The  Commissioner  does  not  agree 
with.these  comments.  The  proviso  in 
§  314.111(a](5)(ii)(a]  describes  the 
showing  required  and  provides  for 
obtaining  a  waiver  of  the  substantial 
evidence  requirement  for  a  clinical 
investigation  in  an  NDA.  Section 
202.1(e)(6}{ii)  and  (vii)  has  been  revised 
to  state  cleariy  that  the  provision  for  a 
waiver  of  the  substantial  evidence 
requirement  in  S  314.111(a)(5](ii)  also 
applies  to  such  a  waiver  under  §  202.1. 
liie  Commissioner  ffnds  that  FDS’s 
experience  in  applying  the  waiver 
provisions  of  the  new  drug  regulations 


to  clinical  investigations  demonstrates 
that  procedures  for  such  waivers  are 
neither  vague  nor  arbitrary. 

149.  Several  comments  objected  to 
proposed  S  202.1(e)(6)(ii)  on  the  grounds 
that  it  would  deprive  physicians  of 
information  concerning  the  comparative 
value  of  drugs  and  that  existing 
regulations  are  adequate  to  accomplish 
the  purpose  sought  through  this 
amendment 

The  Commissioner  disagrees  with 
these  comments.  The  revision  of 
S  202.1(e](6](ii)  does  not  expand  the 
prohibitions  against  the  use  of 
information  on  the  comparative  value  of 
a  drug;  rather,  it  sets  forth  in  more 
definitive  terms  the  conditions  under 
which  either  a  statement  that  represents 
that  a  drug  is  safer  or  more  effective 
than  another  drug,  or  a  quantitative 
statement  of  safety  or  effectiveness  in 
prescription  drug  advertisements,  will 
comply  with  the  requirements  of  section 
502(n]  of  the  act 

150.  Several  comments  objected  to  the 
limitations  placed  on  the  use  of  in  vitro, 
and  animal  data  in  prescription  drug 
advertisements  under  proposed  . 

§  202.1(e)(6)(vii)  on  the  ground  that  it 
would  deprive  physicians  of 
comparative  dnig  study  reports  fi'om  the 
industry  and  handicap  them  in  making 
therapeutic  decisions.  Two  comments 
specifically  objected  to  the  required 
caution  statement  concerning  the 
clinical  significance  of  in  vitro  data 
relating  to  anti-infective  drugs  on  the 
ground  that  such  data  are  the  primary 
basis  for  determining  the  clinical  choice 
of  anti-infective  drugs  and  therefore 
^  have  clinical  significance.  One  comment 
suggested  that  if  a  qualifying  statement 
is  necessary  with  the  use  of  in  vitro  data 
for  anti-infective  drugs,  it  should  read 
“The  following  in  vitro  data  are 
available  but  they  may  not  correlate 
with  clinical  experience.” 

The  Commissioner  disagrees  with 
these  comments.  Section  202.1(e](6)(vii] 
properly  restricts  the  use  of  in  vitro  and 
animal  data  in  prescription  drug 
advertisements.  Under  that  section,  such 
data  may  be  used  without  qualification 
in  prescription  drug  advertisements  if 
they  have  been  shown  by  adequate  and 
well-controlled  studies  to  be  pertinent  to 
clinical  use.  In  vitro  data  for  anti- 
infective  drugs  that  have  not  been 
shown  to  be  pertinent  to  clinical  use  by 
adequate  and  well-controlled  studies 
have  traditionally  been  used  by 
physicians  in  practice  to  aid  in 
determining  whether  a  particular  drug 
may  be  clinically  useful  in  a  particular 
situation.  Such  data,  if  properly 
qualified,  should  continue  to  be 
permitted  in  prescription  drug 


advertising:  however,  the  clinical 
significance  of  the  data  in  a  particular 
situation,  in  the  absence  of  adequate 
and  well-controlled  clinical  studies 
demonstrating  their  pertinence  to 
clinical  use,  is  necessarily  unknown. 

The  Commissioner  therefore  rejects  the 
revised  qualifying  statement  suggested 
by  the  comment  because  it  improperly 
suggests  that  in  vitro  data  not  founded 
upon  adequate  and  well-controlled 
studies  may  correlate  with  clinical 
experience. 

151.  One  comment  argued  that  the 
phrase  "or  full  disclosure”  should  be 
deleted  from  §  202.1(e)(6)(vii)  because  it 
is  not  used  elsewhere  in  that  section  and 
because  the  current  regulations  and 
FDA  recognize  that  prescription  drug 
advertising  need  only  contain  a  true 
statement  of  information  in  “brief 
summary”  relating  to  side  effects, 
contraindications,  and  effectiveness. 

The  Commissioner  agrees  with  this 
comment  and  the  regulation  has  been 
revised  accordingly. 

152.  Several  comments  contended  that 
in  vitro  and  animal  data  are  valuable 
information  for  physicians  and  should 
be  allowed  in  “promotional"  sections  of 
advertising,  at  least  when  there  is  a 
relationship  between  the  data  and 
clinical  use.  One  comment  contended 
that  if  a  proper  qualification  for  such 
data  in  the  “brief  summary”  portion  of 
advertising  can  negate  the  data’s 
potential  to  mislead,  such  a  qualification 
can  also  permit  it  to  be  placed  in 
“promotional”  sections  of  advertising. 
Two  comments  suggested  that 
alternative  wording  of  this  section  could 
permit  the  use  of  such  data  in 
promotional  advertising  without 
permitting  misuse  of  it,  and  one 
comment  suggested  specific  wording  for 
this  purpose. 

The  Commissioner  concludes  that  the 
proposal’s  distinction  between  the  brief 
summary  section  and  the  promotional 
section  of  prescription  drug 
advertisements  is  inappropriate, 
because  many  prescription  drug 
advertisements  are  not  divided  into 
easily  discernible  sections.  Accordingly. 
§  202.1(e)(6)(vii)  is  revised  to  permit  in 
vitro  and  animal  data  in  any  part  of  a 
prescription  drug  advertisement  if  they 
otherwise  comply  with  that  section. 

The  potential  environmental  effects  of 
this  action  have  been  carefully 
considered,  and  FDA  has  concluded  that 
the  action  will  not  significantly  affect 
the  quality  of  the  human  environment. 
This  action  is  one  of  a  type  for  which 
the  agency  has  determined  that  the 
preparation  of  an  environmental  impact 
statement  is  not  required,  except  in  rare 
and  unusual  circumstances  (21 CFR 
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25.1(f)(12)).  Accordingly,  the  preparation 
of  an  environmental  impact  analysis 
report  for  this  action  is  not  required 
under  21  CFR  25.1(g). 

Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  502,  503, 
505,  506,  507,  701,  52  Stat.  1050-1053  as 
amended,  1055-1056  as  amended,  55 
Stat.  851,  59  Stat.  463  as  amended  (21 
U.S.C.  352,  353,  355,  356,  357,  371))  and 
the  Public  Health  Service  Act  (sec.  351, 

58  Stat.  702  as  amended  (42  U.S.C.  262)), 
and  under  authority  delegated  to  the 
Commissioner  (21  CFR  5.1),  Parts  201 
and  202  are  amended  as  follows: 

1.  Part  201  is  amended: 

a.  In  Subpart  B  by  revising  §  201.56 
and  by  adding  new  §§  201.57  and  201.58 
to  read  as  follows: 

§  201.56  General  requirements  on  content 
and  format  of  labeling  for  human 
prescription  drugs. 

Prescription  drug  labeling  described  in 
§  201.100(d)  shall  contain  the 
information  in  the  format  required  by 
§  201.57  and  shall  meet  the  following 
general  requirements: 

(a)  The  labeling  shall  contain  a 
summary  of  the  essential  scientific 
information  needed  for  the  safe  and 
effective  use  of  the  drug. 

(b)  The  labeling  shall  be  informative 
and  accurate  and  neither  promotional  in 
tone  nor  false  or  misleading  in  any 
particular. 

(c)  The  labeling  shall  be  based 
whenever  possible  on  data  derived  from 
human  experience.  No  implied  claims  or 
suggestions  of  drug  use  may  be  made  if 
there  is  inadequate  evidence  of  safety  or 
a  lack  of  substantial  evidence  of 
effectiveness.  Conclusions  based  on 
animal  data  but  necessary  for  safe  and 
effective  use  of  the  drug  in  humans  shall 
be  identified  as  such  and  included  with 
human  data  in  the  appropriate  section  of 
the  labeling,  headings  for  which  are 
listed  in  paragraph  (d)  of  this  section. 

(d) (1)  The  labeling  shall  contain 
specific  information  required  under 
§  201.57  imder  the  following  section 
headings  and  in  the  following  order: 

■  Description. 

Clinical  Pharmacology. 

Indications  and  Usage. 

Contraindications. 

Warnings. 

Precautions. 

Adverse  Reactions. 

Drug  Abuse  and  Dependence. 

Overdosage. 

Dosage  and  Administration. 

How  Supplied. 

(2)  The  labeling  may  contain  the 
following  additional  section  headings  if 
appropriate  and  if  in  compliance  with 
§  201.57(1)  and  (m): 


Animal  Pharmacology  and/or  Animal 
Toxicology. 

Clinical  Studies. 

References. 

(3)  The  labeling  may  omit  any  section 
or  subsection  of  the  labeling  format  if 
clearly  inapplicable. 

(4)  The  labeling  may  contain  a 
"Product  Title”  section  preceding  the 
“Description”  section  and  containing 
only  the  information  required  by 

§  201.57(a)(l)(i),  (ii),  (iii),  and  (iv)  and 
§  201.100(e).  iTie  information  required 
by  §  201.57(a)(l)(i),  (ii),  (iii),  and  (iv) 
shall  appear  in  the  “Description”  section 
of  the  labeling,  whether  or  not  it  also 
appears  in  a  “Product  Title.” 

(e)  The  labeling  shall  contain  the  date 
of  the  most  recent  revision  of  the 
labeling,  identifred  as  such,  placed 
prominently  immediately  after  the  last 
section  of  the  labeling. 

§  201.57  Specific  requirements  on  content 
and  format  of  labeling  for  human 
prescription  drugs. 

Each  section  heading  listed  in 
§  201.56(d),  if  not  omitted  under 
§  201.56(d)(3),  shall  contain  the 
following  information  in  the  following 
order: 

(a)  “Description”: 

(1)  Under  this  section  heading,  the 
labeling  shall  contain: 

(1)  The  proprietary  name  and  the 
established  name,  if  any,  as  defined  in 
section  502(e)(2)  of  the  act,  of  the  drug; 

(ii)  The  t^e  of  dosage  form  and  the 
route  of  administration  to  which  the 
labeling  applies; 

(iii)  The  same  qualitative  and/or 
quantitative  ingredient  information  as 
required  under  §  201.100(b)  for  labels; 

(iv)  If  the  product  is  sterile,  a 
statement  of  that  fact; 

(v)  The  pharmacological  or 
therapeutic  class  of  the  drug; 

(vi)  The  chemical  name  and  structural 
formula  of  the  drug; 

(vii)  If  the  product  is  radioactive,  a 
■statement  of  the  important  nuclear 
physical  characteristics,  such  as  the 
principal  radiation  emission  data, 
external  radiation,  and  physical  decay 
characteristics. 

(2)  If  appropriate,  other  important 
chemical  or  physical  information,  such 
as  physical  constants,  or  pH,  shall  be 
stated. 

(b)  "Clinical  Pharmacology": 

(1)  Under  this  section  heading,  the 
labeling  shall  contain  a  concise  factual 
summary  of  the  clinical  pharmacology 
and  actions  of  the  drug  in  humans.  The 
summary  may  include  information 
based  on  in  vitro  and/or  animal  data  if 
the  information  is  essential  to  a 
description  of  the  biochemical  and/or 


physiological  mode  of  action  of  the^dnig 
or  is  otherwise  pertinent  to  human 
therapeutics.  Pharmacokinetic 
information  that  is  important  to  safe  and 
effective  use  of  the  drug  is  required,  if 
known,  e.g.,  degree  and  rate  of 
absorption,  pathways  of 
biotransformation,  percentage  of  dose 
as  unchanged  drug  and  metabolites,  rate 
or  half-time  of  elimination, 
concentration  in  body  fluids  associated 
with  therapeutic  and/or  toxic  effects, 
degree  of  binding  to  plasma  proteins, 
degree  of  uptake  by  a  particular  organ 
or  in  the  fetus,  and  passage  across  the 
blood  brain  barrier.  Inclusion  of 
pharmacokinetic  information  is 
restricted  to  that  which  relates  to 
clinical  use  of  the  drug.  If  the 
pharmacological  mode  of  action  of  the 
drug  is  unknown  or  if  important 
metabolic  or  pharmacokinetic  data  in 
humans  are  unavailable,  the  labeling 
shall  contain  a  statement  about  the  lack 
of  information. 

(2)  Data  that  demonstrate  activity  or 
effectiveness  in  in  vitro  or  animal  tests 
and  that  have  not  been  shown  by 
adequate  and  well-controlled  clinical 
studies  to  be  pertinent  to  clinical  use 
may  be  included  under  this  section  of 
the  labeling  only  under  the  following 
circumstances: 

(i)  In  vitro  data  for  anti-infective  drugs 
may  be  included  if  the  data  are 
immediately  preceded  by  the  statement 
“The  following  in  vitro  data  are 
available  but  their  clinical  significance 
is  unknown.” 

(ii)  For  other  classes  of  drugs,  in  vitro 
and  animal  data  that  have  not  been 
shown  by  adequate  and  well-controlled 
clinical  studies,  as  defined  in 

§  314.111(a)(5)(ii)  of  this  chapter,  to  be 
pertinent  to  clinical  use  may  be  used 
only  if  a  waiver  is  granted  under 
§  201.58  or  §  314.111(a)(5)(ii)  of  this 
chapter. 

(c)  “Indications  and  Usage”: 

(1)  Under  thip  section  heading,  the 
labeling  shall  state  that: 

(i)  The  drug  is  indicated  in  the 
treatment,  prevention,  or  diagnosis  of  a 
recognized  disease  or  condition,  e.g., 
penicillin  is  indicated  for  the  treatment 
of  pneumonia  due  to  susceptible 
pneumococci;  and/or 

(ii)  The  drug  is  indicated  for  the 
treatment,  prevention,  or  diagnosis  of  a 
recognized  disease  or  condition,  e.g., 
penicillin  is  indicated  for  the  treatment 
of  pneumonia  due  to  susceptible 
pneumococci;  and/or  (ii)  The  drug  is 
indicated  for  the  treatment,  prevention, 
or  diagnosis  of  an  important 
manifestation  of  a  disease  or  condition, 
e.g.,  chlorothiazide  is  indicated  for  the 
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treatment  of  edema  in  patients  with 
congestive  heart  failure;  and/or 

(iii)  The  drug  is  indicated  for  the  relief 
of  symptoms  associated  with  a  disease 
or  syn^ome,  e.g..  chlorpheniramine  is 
indicated  for  the  symptomatic  relief  of 
nasal  congestion  in  patients  with 
vasomotor  rhinitis;  and/or 

(iv)  The  drug,  if  used  for  a  particular 
indication  only  in  conjuction  with  a 
primary  mode  of  therapy,  e.g.,  diet,  * 
surgery,  or  some  other  drug,  is  an 
adjunct  to  the  mode  of  therapy. 

(2)  All  indications  shall  be  supported 
by  substantial  evidence  of  effectiveness 
based  on  adequate  and  well-controlled 
studies  as  de^ed  in  $  314.111(a](5)(ii)  of 
this  chapter  unless  the  requirement  is 
waived  under  §  201.58  or 

S  314.111(a)(5)(ii)  of  this  chapter. 

(3)  This  section  of  the  labeling  shall 
also  contain  the  following  additional 
information: 

(i)  If  evidence  is  available  to  support 
the  safety  and  effectiveness  of  the  drug 
only  in  selected  subgroups  of  the  larger 
population  with  a  desease,  syndrome,  or 
symptom  under  consideration.  e.g., 
patients  with  mild  disease  or  patients  in 
a  special  age  group,  the  labeling  shall 
describe  the  available  evidence  and 
state  the  limitations  of  usefulness  of  the 
drug.  The  labeling  shall  also  identify 
specific  tests  needed  for  selection  or 
monitoring  of  the  patients  who  need  the 
drug.  e.g.,  microbe  susceptibility  tests. 
Information  on  the  approximate  kind, 
degree,  and  duration  of  improvement  to 
be  anticipated  shall  be  stated  if 
available  and  shall  be  based  on 
substantial  evidence  derived  from 
adequate  and  well-controlled  studies  as 
defined  in  §  314.111  (a](5)(ii)  of  this 
chapter  unless  the  requirement  is 
waived  under  $  201.58  or 

S  314.111(a)(5)(ii)  of  this  chapter.  If  the 
information  is  relevant  to  the 
reconunended  intervals  between  doses, 
the  usual  duration  of  treatment,  or  any 
modification  of  dosage,  it  shall  be  stated 
in  the  “Dosage  and  Administration" 
section  of  the  labeling  and  referenced  in 
this  section. 

(ii)  If  safety  considerations  are  such 
that  the  drug  should  be  reserved  for 
certain  situations,  e.g.,  cases  refi'actory 
to  other  drugs,  this  i^ormation  shall  be 
stated  in  this  section. 

(iii)  If  there  are  specific  conditions 
that  should  be  met  before  the  drug  is 
used  on  a  long-term  basis,  e.g., 
demonstration  of  responsiveness  to  the 
drug  in  a  short-term  trial,  the  labeling 
shall  identify  the  conditions;  or,  if  the 
indications  for  long-term  use  are 
different  from  those  for  short-term  use, 
the  labeling  shall  identify  the  specific 
indications  for  each  use. 


(iv)  If  there  is  a  common  belief  that 
the  dnig  may  be  effective  for  a  certain 
use  or  if  there  is-a  common  use  of  the 
drug  for  a  condition,  but  the 
preponderance  of  evidence  related  to 
the  use  or  condition  shows  that  the  drug 
is  ineffective,  the  Food  and  Drug 
Administration  may  require  that  the 
labeling  state  that  there  is  a  lack  of 
evidence  that  the  drug  is  effective  for 
that  use  or  condition. 

(v)  Any  statements  comparing  the 
safety  or  effectiveness,  either  greater  or 
less,  of  the  drug  with  other  cigents  for 
the  same  indication  shall  be  supported 
by  adequate  and  well-controlled  studies 
as  defined  in  §  314.111(a)(5)(ii)  of  this 
chapter  unless  this  requirement  is 
waived  under  §  201.58  or 

§  314.111(a)(5)(ii)  of  this  chapter. 

(d)  “Contraindications”:  Under  this 
section  heading,  the  labeling  shall 
describe  those  situations  in  which  the 
drug  should  not  be  used  because  the  risk 
of  use  clearly  outweighs  any  possible 
benefit.  These  situations  include 
administration  of  the  drug  to  patients 
known  to  have  a  hypersensitivity  to  it; 
use  of  the  drug  in  patients  who,  because 
of  their  particular  age,  sex,  concomitant 
therapy,  disease  state,  or  other 
condition,  have  a  substantial  risk  of 
being  harmed  by  it;  or  continued  use  of 
the  drug  in  ()ie  face  of  an  unacceptably 
hazardous  adverse  reaction.  Known 
hazards  and  not  theoretical  possibilities 
shall  be  listed.  e.g.,  if  hypersensitivity  to 
the  drug  has  not  been  demonstrated,  it 

'  should  not  be  listed  as  a 
contraindication.  If  no  contraindications 
are  known,  this  section  of  the  labeling 
shall  state  “None  known.” 

(e)  “Warnings”:  Under  this  section 
heading,  the  labeling  shall  describe 
serious  adverse  reactions  and  potential 
safety  hazards,  limitations  in  use 
imposed  by  them,  and  steps  that  should 
be  taken  if  they  occur.  The  labeling  shall 
be  revised  to  include  a  warning  as  soon 
as  there  is  reasonable  evidence  of  an 
association  of  a  serious  hazard  with  a 
drug;  a  causal  relaticmship  need  not 
have  been  proved.  A  specific  warning 
relating  to  a  use  not  provided  for  under 
the  “Indications  and  Usage”  section  of 
the  labeling  may  be  required  by  the 
Food  and  Drug  Administration  if  the 
drug  is  commonly  prescribed  for  a 
disease  or  condition,  and  there  is  lack  of 
substantial  evidence  of  effectivenes  for 
that  disease  or  condition,  and  such 
usage  is  associated  with  serious  risk  or 
hazard.  Special  problems,  particularly 
those  that  may  lead  to  death  or  serious 
injury,  may  be  required  by  the  Food  and 
Drug  Administration  to  be  placed  in  a 
prominently  displayed  box.  The  boxed 
warning  ordinaifiy  shall  be  based  on 


clinical  data,  but  serious  animal  toxicity 
may  also  be  the  basis  of  a  boxed 
warning  in  the  absence  of  clinical  data. 

If  a  boxed  warning  is  required,  its 
location  will  be  specified  by  the  Food 
and  Drug  Administration.  The  frequency 
of  these  serious  adverse  reactions  and, 
if  known,  the  approximate  mortality  and 
morbidity  rates  for  patients  sustaining 
the  reaction,  which  are  important  to  safe 
and  effective  use  of  the  drug,  shall  be 
expressed  as  provided  under  the 
“Adverse  Reactions”  section  of  the 
labeling. 

(f)  “Precautions”:  Under  this  section 
heading,  the  labeling  shall  contain  the 
following  subsections  as  appropriate  for 
the  drug: 

(1)  General:  This  subsection  6f  the 
labeling  shall  contain  information 
regarding  any  special  care  to  be 
exercised  by  the  practitioner  for  safe 
and  effective  use  of  the  drug,  e.g., 
precautions  not  required  under  any 
other  specific  section  or  subsection  of 
the  labeling. 

(2)  Information  for  patients:  This 
subsection  of  the  labeling  shall  contain 
information  to  be  given  to  patients  for 
safe  and  effective  use  of  the  drug,  e.g.. 
precautions  concerning  driving  or  the 
concomiteint  use  of  other  substances 
that  may  have  harmful  additive  effects. 
Any  printed  patient  information 
required  under  this  chapter  to  be 
distributed  to  the  patient  shall  be 
referenced  under  the  “Precautions” 
section  of  the  labeling  and  the  full  text 
of  such  patient  information  shall  be 
reprinted  at  the  end  of  the  labeling. 

(3)  Laboratory  tests:  This  subsection 
of  the  labeling  shall  identify  any 
laboratory  tests  that  may  be  helpful  in 
following  the  patient's  response  or  in 
identifying  possible  adverse  reactions.  If 
appropriate,  information  shall  be 
provided  on  such  factors  as  the  range  of 
normal  and  abnormal  values  expected 
in  the  particular  situation  and  the 
recommended  finquency  with  which 
tests  should  be  done  before,  during,  and 
after  therapy. 

(4) (i)  Drug  interactions:  This 
subsection  of  the  labeling  shall  contain 
specific  practical  guidance  for  the 
physician  on  preventing  clinically 
si^iificant  drug/drug  and  drug/food 
interactions  that  may  occur,  in  vivo  in 
patimits  taking  the  drug.  Specific  drugs 
or  classes  of  drugs  with  which  the  drug 
to  which  the  labeling  applies  may 
interact  in  vivo  shall  be  identified,  and 
the  mechanism(s)  of  the  interaction  shall 
be  briefly  described.  Information  in  this 
subsection  of  the  labeling  shall  be 
limited  to  that  pertaining  to  clinical  use 
of  the  drug  in  patients.  Drug  interactions 
supported  only  by  animal  or  in  vitro 
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experiments  may  not  ordinarily  be 
included,  but  animal  or  in  vitro  data 
may  be  used  if  shown  to  be  clinically 
relevant.  Drug  incompatibilities,  i.e., 
drug  interactions  that  may  occur  when 
drugs  are  mixed  in  vitro,  as  in  a  solution 
for  intravenous  administration,  shall  be 
discussed  under  the  “Dosage  and 
Administration"  section  of  the  labeling 
rather  than  under  this  subsection  of  the 
labeling. 

(ii)  Drug/laboratory  test  interactions: 
This  subsection  of  the  labeling  shall 
contain  practical  guidance  on  known 
interference  of  the  drug  with  laboratory 
tests. 

(5)  Carcinogenesis,  mutagenesis, 
impairment  of  fertility:  This  subsection 
of  the  labeling  shall  state  whether  long¬ 
term  studies  in  animals  have  been 
performed  to  evaluate  carcinogenic 
potential  and,  if  so,  the  species  and 
results.  If  reproduction  studies  or  other 
data  in  animals  reveal  a  problem  or 
potential  problem  concerning 
mutagenesis  or  impairment  of  fertility  in 
either  males  or  females,  the  information 
shall  be  described.  Any  precautionary 
statement  on  these  topics  shall  include 
practical,  relevant  advice  to  the 
physician  on  the  significance  of  these 
animal  findings.  If  there  is  evidence 
fi’om  human  data  that  the  drug  may  be 
carcinogenic  or  mutagenic  or  that  it 
impairs  fertility,  this  information  shall 
be  included  under  the  “Warnings'* 
section  of  the  labeling.  Also,  imder 
“Precautions,'’  the  labeling  shall  state: 
“See  ‘Warnings’  section  for  information 
on  carcinogenesis,  mutagenesis,  and 
impairment  of  fertility.’’ 

(6)  Pregnancy:  This  subsection  of  the 
labeling  may  be  omitted  only  if  the  drug 
is  not  absorbed  systemically  and  the 
drug  is  not  known  to  have  a  potential  for 
indirect  harm  to  the  fetus.  For  all  other 
drugs,  this  subsection  of  the  labeling 
shall  contain  the  following  information: 

(i)  Teratogenic  effects.  Under  this 
heading  the  labeling  shall  identify  one  of 
the  following  categories  that  applies  to 
the  drug,  and  the  labeling  shall  bear  the 
statement  required  under  the  category: 

(a)  Pregnancy  category  A.  If  adequate 
and  well-controlled  studies  in  pregnant 
women  have  failed  to  demonstrate  a 
risk  to  the  fetus  in  the  first  trimester  of 
pregnancy  (and  there  is  no  evidence  of  a 
risk  in  later  trimesters),  the  labeling 
shall  state:  “Pregnancy  Category  A. 
Studies  in  pregnant  women  have  not 
shown  that  [name  of  drug]  increases  the 
risk  of  fetal  abnormalities  if 
administered  during  the  first  [second, 
third,  or  all)  trimester(s)  of  pregnancy.  If 
this  drug  is  used  dming  pregnancy,  the 
.  possibility  of  fetal  harm  appears  remote. 
Because  studies  cannot  rule  out  the 


possibibty  of  harm,  however,  [name  of 
drug)  should  be  used  during  pregnancy 
only  if  clearly  needed.’’  The  labeling 
shall  also  contain  a  description  of  the 
human  studies.  If  animal  reproduction 
studies  are  available  and  they  fail  to 
demonstrate  a  risk  to  the  fetus,  the 
labeling  shall  also  state:  “Reproduction 
studies  have  been  performed  in  [kinds  of 
animal[s))  at  doses  up  to  (x)  times  the 
human  dose  and  have  revealed  no 
evidence  of  impaired  fertility  or  harm  to 
the  fetus  due  to  [name  of  drug)."  The 
labeling  shall  also  contain  a  description 
of  available  data  on  the  effect  of  the 
drug  on  the  later  growth,  development, 
and  functional  maturation  of  the  child. 

(h)  Pregnancy  category  B.  If  animal 
reproduction  studies  have  failed  to 
demonstrate  a  risk  to  the  fetus  and  there 
are  no  adequate  and  well-controlled 
studies  in  pregnant  women,  the  labeling 
shall  state:  “Pregnancy  Category  B. 
Reproduction  studies  have  been 
performed  in  [kind[s)  ofanimal[s))  at 
doses  up  to  (x)  times  the  human  dose 
and  have  revealed  no  evidence  of 
impaired  fertility  or  harm  to  the  fetus 
due  to  [name  of  drug).  There  are, 
however,  no  adequate  and  well- 
controlled  studies  in  pregnant  women. 
Because  animal  reproduction  studies  are 
not  always  predictive  of  human 
response,  tlds  drug  should  be  used 
during  pregnancy  only  if  clearly 
needed.’’  If  animal  reproduction  studies 
have  shown  an  adverse  effect  (other 
than  decrease  in  fertility),  but  adequate^ 
and  well-controlled  studies  in  pregnant  * 
women  have  failed  to  demonstrate  a 
risk  to  the  fetus  during  the  first  trimester 
of  pregnancy  (and  there  is  no  evidence 
of  a  risk  in  later  trimesters),  the  labeling 
shall  state:  “Pregnancy  Category  B. 
Reproduction  studies  in  (A/n(f(s)  of 
animal[s))  have  shown  [describe 
findings)  at  (x)  times  the  human  dose. 
Studies  in  pregnant  women,  however, 
have  not  shown  that  [name  of  drug) 
increases  the  risk  of  abnormalities  when 
administered  during  the  first  [second, 
third,  or  all)  trimester(s)  of  pregnancy. 
Despite  the  animal  findings,  it  would 
appear  that  the  possibility  of  fetal  harm 
is  remote,  if  the  drug  is  used  during 
pregnancy.  Nevertheless,  because  the 
studies  in  humans  cannot  rule  out  the 
possibility  of  harm,  [name  of  drug) 
should  be  used  during  pregnancy  only  if 
clearly  needed.’’  The  labeling  shall  also 
contain  a  description  of  the  human 
studies  and  a  description  of  available 
data  on  the  effect  of  the  drug  on  the 
later  growth,  development,  and 
functional  mahiration  of  the  child. 

(c)  Pregnancy  category  C.  If  animal 
reproduction  studies  have  shown  an 
adverse  effect  on  the  fetus,  if  there  are 


no  adequate  and  well-controlled  studies 
in  humans,  and  if  the  benefits  fi'om  the 
use  of  the  drug  in  pregnant  women  may 
be  acceptable  despite  its  potential  risks, 
the  labeling  shall  state:  “l^egnancy 
Category  C.  [Name  of  drug)  has  been 
shown  to  be  teratogenic  (or  to  have  an 
embryocidal  effect  or  other  adverse 
effect)  in  (/jame(s)  of  species)  when 
given  in  doses  (x)  times  the  human  dose. 
There  are  no  adequate  and  well- 
controlled  studies  in  pregnant  women. 
[Name  of  drug)  should  be  used  during 
pregnancy  only  if  the  potential  benefit 
justifies  the  potential  risk  to  the  fetus.’’ 
The  labeling  shall  contain  a  description 
of  the  animal  studies.  If  there  are  no 
animal  reproduction  studies  and  no 
adequate  and  well-controlled  studies  in 
humans,  the  labeling  shall  state: 
“Pregnancy  Category  C.  Animal 
reproduction  stupes  have  not  been 
conducted  with  [name  of  drug).  It  is  also 
not  known  whe^er  [name  of  drug)  can 
cause  fetal  harm  when  administered  to  a 
pregnant  woman  or  can  affect 
reproduction  capacity.  [Name  of  drug) 
should  be  given  to  a  pregnant  woman 
only  if  clearly  needed.’’  The  labeling 
shall  contain  a  description  of  any 
available  data  on  the  effect  of  the  drug 
on  the  later  growth,  development,  and 
functional  maturation  of  the  child. 

(i^  Pregnancy  category  D.  If  there  is 
positive  evidence  of  human  fetal  risk 
based  on  adverse  reaction  data  from 
investigational  or  marketing  experience 
or  studies  in  humans,  but  the  potential 
benefits  from  the  use  of  the  drug  in 
pregnant  women  may  be  acceptable 
despite  its  potential  risks  (for  example, 
if  the  drug  is  needed  in  a  life-threatening 
situation  or  serious  disease  for  which 
safer  drugs  cannot  be  used  or  are 
ineffective),  the  labeling  shall  state: 
“Pregnancy  Category  D.  See  ‘Warnings’ 
section."  Under  the  “Warnings’’  section, 
the  labeling  states:  "[Name  of  drug)  can 
cause  fetal  harm  when  administered  to  a 
pregnant  woman.  [Describe  the  human 
data  and  any  pertinent  animal  data.)  If 
this  drug  is  used  during  pregnancy,  or  if 
the  patient  becomes  pregnant  while 
taking  this  drug,  the  patient  should  be 
apprised  of  the  potential  hazard  to  the 
fetus.” 

(e)  Pregnancy  category  X.  If  studies  in 
animals  or  humans  have  demonstrated 
fetal  abnormalities  or  if  there  is  positive 
evidence  of  fetal  risk  based  on  adverse 
reaction  reports  from  investigational  or 
marketing  experience,  or  both,  and  the 
risk  of  the  use  of  the  drug  in  a  pregnant 
woman  clearly  outweighs  any  possible 
benefit  (for  example,  safer  drugs  or 
other  forms  of  therapy  are  available), 
the  labeling  shall  state:  “Pregnancy 
Category  X.  See  ‘Contraindications’ 
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section."  Under  "Contraindications,"  the 
labeling  shall  state:  “(Name  of  drug) 
may  (can)  cause  fetal  harm  when 
ad^nistered  to  a  pregnant  woman. 
(Describe  the  human  data  and  any 
pertinant  animal  data.)  (Name  of  drug) 
is  contraindicated  in  women  who  are  or 
may  become  pregnant.  If  this  drug  is 
used  during  pregnancy,  or  if  the  patient 
becomes  pregnant  while  taking  tiiis 
drug,  the  patient  should  be  apprised  of 
the  potential  hazard  to  the  fetus." 

(ii)  Nonteratogenic  effects.  Under  this 
heading  the  labeling  shall  contain  other 
information  on  the  drug’s  effects  on 
reproduction  and  the  d^’s  use  during 
pregnancy  that  is  not  required 
specifically  by  one  of  the  pregnancy 
categories,  if  the  information  is  relevant 
to  the  safe  and  effective  use  of  the  drug. 
Information  required  under  this  heading 
shall  include  nonteratogenic  effects  in 
the  fetus  or  newborn  infant  (for 
example,  withdrawal  symptoms  or 
hypoglycemia)  that  may  occur  because 
of  a  pregnant  woman’s  chronic  use  of 
the  drug  for  a  preexisting  condition  or 
disease. 

(7)  Labor  and  delivery:  If  the  drug  has 
a  recognized  use  during  labor  or 
delivery  (vaginal  or  abdominal 
delivery),  whether  or  not  the  use  is 
stated  in  the  indications  section  of  the 
labeling,  this  subsection  of  the  labeling 
shall  describe  the  available  information 
about  the  effect  of  the  drug  on  the 
mother  and  the  fetus,  on  the  duration  of 
labor  or  delivery,  on  the  possibility  that 
forceps  delivery  or  other  intervention  or 
resuscitation  of  the  newborn  will  be 
necessary,  and  the  effect  of  the  drug  on 
the  later  growth,  development,  and 
functional  maturation  of  the  child.  If  any 
information  required  under  this 
subsection  is  unknown,  this  subsection 
of  the  labeling  shall  state  that  the 
information  is  unknown. 

(8)  Nursing  mothers: 

(i)  If  a  drug  is  absorbed  systemically, 
this  subsection  of  the  labeling  shall 
contain,  if  known,  information  about 
excretion  of  the  drug  in  human  milk  and 
effects  on  the  nursing  infant.  Pertinent 
adverse  effects  observed  in  animal 
offspring  shall  be  described. 

(ii)  If  a  drug  is  absorbed  systemically 
and  is  known  to  be  excreted  in  human 
milk,  this  subsection  of  the  labeling  shall 
contain  one  of  the  following  statements, 
as  appropriate.  If  the  drug  is  associated 
with  serious  adverse  reactions  or  if  the 
drug  has  a  known  tumorigenic  potential, 
the  labeling  shall  state:  "Because  of  the 
potential  for  serious  adverse  reactions 
in  nursing  infants  from  (name  of  drug) 
(or,  "Because  of  the  potential  for 
tumorigenicity  shown  for  (name  of  drug) 
in  (animal  or  human)  studies),  a 


decision  should  be  made  whether  to 
discontinue  nursing  or  to  discontinue  the 
drug,  taking  into  account  the  importance 
of  the  drug  to  the  mother."  If  the  drug  is 
not  associated  with  serious  adverse 
reactions  and  does  not  have  a  known 
tumorigenic  potential,  the  labeling  shall 
state:  "Caution  should  be  exercised 
when  (name  of  drug)  is  administered  to 
a  nursing  woman." 

(iii)  If  a  drug  is  absorbed  systemically 
and  information  on  excretion  in  human 
milk  is  unknown,  this  subsection  of  the 
labeling  shall  contain  one  of  the 
following  statements,  as  appropriate.  If 
the  drug  is  associated  with  serious 
adverse  reactions  or  has  a  known 
tumorigenic  potential,  the  labeling  shall 
state:  "It  is  not  known  whether  this  drug 
is  excreted  in  human  milk.  Because 
many  drugs  are  excreted  in  human  milk 
and  because  of  the  potential  for  serious 
adverse  reactions  in  nursing  infants 
from  [name  of  drug)  (or,  "Because  of  the 
potential  for  tumorigenicity  shoWn  for 
[name  of  drug)  in  [animal  or  human) 
studies),  a  decision  should  be  made 
whether  to  discontinue  nursing  or  to 
discontinue  the  drug,  taking  into  accoimt 
the  importance  of  the  drug  to  the 
mother.”  If  the  drug  is  not  associated 
with  serious  adverse  reactions  and  does 
not  have  a  known  tumorigenic  potential, 
the  labeling  shall  state:  “It  is  not  known 
whether  this  drug  is  excreted  in  human 
milk.  Because  many  drugs  are  excreted 
in  human  milk,  caution  should  be 
exercised  when  [name  of  drug)  is 
administered  to  a  nursing  woman." 

(Q)  Pediatric  use:  A  specific  pediatric 
indication,  if  any.  shall  be  described 
under  the  "Indications  and  Usage” 
section  of  the  labeling,  and  appropriate 
pediatric  dosage  shall  be  stated  under 
the  “Dosage  and  Administration” 
section  of  the  labeling.  Statements  on 
pediatric  use  of  the  dl^  for  an 
indication  approved  for  adults  shall  be 
based  on  substantial  evidence  derived 
from  adequate  and  well-controlled 
studies  as  defined  in  §  314.111(a)(5)(ii)  of 
this  chapter  unless  this  requirement  is 
waived  under  §  201.58  or 
§  314.111(a)(5)(ii)  of  this  chapter.  If  the 
requirements  of  S  314.111(a)(6)(ii)  of  this 
chapter  cannot  be  met,  this  section  of 
the  labeling  shall  contain  one  of  the 
following  statements:  "Safety  and 
effectiveness  in  children  have  not  been 
established,"  or  "Safety  and  • 
effectiveness  in  children  below  the  age 
of  (  )  have  not  been  established."  If  use 
of  the  drug  in  premabire  or  neonatal 
infants,  or  in  older  children,  is 
associated  with  a  specific  hazard,  the 
hazard  shall  be  described  in  this 
subsection  of  the  labeling;  or,  if 
appropriate,  the  hazard  shall  be  stated 


in  the  "Contraindications"  or 
"Warnings”  section  of  the  labeling  and 
this  subsection  of  the  labeling  shfdl  refer 
to  it 

(g)  "Adverse  Reactions":  An  adverse 
reaction  is  an  undesirable  effect 
reasonably  associated  with  the  use  of 
the  drug,  Aat  may  occur  as  part  of  the 
pharmacological  action  of  the  drug  or 
may  be  impredictable  in  its  occurrence. 

(1)  This  section  of  the  labeling  shall 
list  Ae  adverse  reactions  that  occur 
with  the  dnig  and  with  drugs  in  the 
same  pharmacologically  active  and 
chemically  related  class,  if  applicable. 

(2)  In  tlds  listing,  adverse  reactions 
may  be  categorized  by  organ  system,  by 
severity  of  the  reaction,  by  frequency,  or 
by  toxicological  mechanism,  or  by  a 
combination  of  these,  as  appropriate.  If 
frequency  information  from  adequate 
clinical  studies  is  available,  the 
categories  and  the  adverse  reactions 
within  each  category  shall  be  listed  in 
decreasing  order  of  frequency.  An 
adverse  reaction  that  is  significantly 
more  severe  than  the  other  reactions 
listed  in  a  category,  however,  shall  be 
listed  before  those  reactions,  regardless 
of  its  frequency.  If  frequency 
information  from  adequate  clinical 
studies  is  not  available,  the  categories 
and  adverse  reactions  within  each 
category  shall  be  listed  in  decreasing 
order  of  severity.  The  approximate 
frequency  of  each  adverse  reaction  shall 
be  expressed  in  rough  estimates  or 
orders  of  magnitude  essentially  as 
follows:  "The  most  frequent  adverse 
reaction(s)  to  [name  of  drug)  is  (are)  [list 
reactions).  This  (these)  occuifs)  in  about 
(e.g.,  one-third  of  patients;  one  in  30 
patients;  less  than  oile-tenth  of  patients). 
Less  frequent  adverse  reactions  are  [list 
reactions),  which  occur  in 
approximately  (e.g.,  one  in  100  patients). 
Other  adverse  reactions,  which  occur 
rarely,  in  approximately  (e.g..  one  in 
1,000  patients),  are  [list  reactions)." 
Percent  figures  may  not  ordinarily  be 
used  unless  they  are  documented  by 
adequate  and  well-controlled  studies  as 
defined  in  §  314.111(a)(5)(ii)  of  this 
chapter,  they  are  shown  to  reflect 
general  experience,  and  they  do  not 
frlsely  imply  a  greater  degree  of 
accuracy  than  actually  exists. 

(3)  The  “Warnings”  section  of  the 
labeling  or,  if  appropriate,  the 
"Contraindications”  section  of  the 
labeling  shall  identify  any  potentially 
fatal  adverse  reaction. 

(4)  Any  claim  comparing  the  drug  to 
which  the  labeling  applies  with  other 
drugs  in  terms  of  frequency,  severity,  or 
character  of  adverse  reactions  shall  be 
based  on  adequate  and  well-controlled 
studies  as  defined  in  §  314.111(a)(5)(ii)  of 
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this  chapter  unless  this  requirement  is 
waived  under  S  201.58  or 
S  314.111(a)(5)(ii)  of  this  chapter. 

(h)  “Drug  Abuse  and  Dependence”: 
Under  this  section  heading,  the  labeling 
shall  contain  the  following  subsections, 
as  appropriate  for  the  drug: 

(1)  Controlled  Substance:  If  the  drug  is 
controlled  by  the  Drug  Enforcement 
Administration,  the  schedule  in  which  it 
is  controlled  shall  be  stated. 

(2)  Abuse:  This  subsection  of  the 
labeling  shall  be  based  primarily  on 
human  data  and  human  experience,  but 
pertinent  animal  data  may  also  be  used. 
This  subsection  shall  state  the  types  of 
abuse  that  can  occur  with  the  drug  and 
the  adverse  reactions  pertinent  to  them. 
Particularly  susceptible  patient 
populations  shall  be  identified. 

(3)  Dependence:  This  subsection  of  the 
labeling  shall  describe  characteristic 
effects  resulting  from  both  psychological 
and  physical  dependence  that  occur 
with  the  drug  and  shall  identify  the 
quantity  of  the  drug  over  a  period  of 
time  that  may  lead  to  tolerance  or 
dependence,  or  both.  Details  shall  be 
provided  on  the  adverse  effects  of 
chronic  abuse  and  the  effects  of  abrupt 
withdrawal.  Procedures  necessary  to 
diagnose  the  dependent  state  shall  be 
provided,  and  the  principles  of  treating 
the  effects  of  abrupt  withdrawal  shedl  be 
described. 

(i)  "Overdosage”:  Under  this  section 
heading,  the  labeling  shall  describe  the 
signs,  symptoms,  and  laboratory 
findings  of  acute  overdosage  and  the 
general  principles  of  treatment  This 
section  shall  be  based  on  human  data, 
when  available.  If  human  data  are 
unavailable,  appropriate  animal  and  in 
vitro  data  may  be  used.  Specific 
information  shall  be  provided  about  the 
following: 

(1)  Signs,  symptoms,  and  laboratory 
findings  associated  with  an  overdosage 
of  the  drug. 

(2)  Complications  that  can  occur  with 
the  drug  (for  example,  organ  toxicity  or 
delayed  acidosis). 

(3)  Oral  LDso  of  the  drug  in  animals: 
concentrations  of  the  drug  in  biologic 
fluids  associated  with  toxicity  and/or 
death;  physiologic  variables  influencing 
excretion  of  the  drug,  such  as  urine  pH; 
and  factors  that  influence  the  dose 
response  relationship  of  the  drug,  such 
as  tolerance.  The  pharmacokinetic  data 
given  in  the  “Clinical  Pharmacology” 
section  also  may  be  referenced  here,  if 
applicable  to  overdoses. 

(4)  The  amount  of  the  drug  in  a  single 
dose  that  is  ordinarily  associated  with 
symptoms  of  overdosage  and  the 
amount  of  the  drug  in  a  single  dose  that 
is  likely  to  be  life-threatening. 


(5)  WHiether  the  drug  is  dialyzable. 

(6)  Recommended  general  treatment 
procedures  and  specific  measures  for 
support  of  vital  functions,  such  as 
proven  antidotes,  induced  emesis, 
gastric  lavage,  and  forced  diuresis. 
Unqualified  recommendations  for  which 
data  are  lacking  with  the  specific  drug 
or  class  of  drugs,  especially  treatment 
using  another  drug  (for  example,  central 
nervous  system  stimulants,  respiratory 
stimulants)  may  not  be  stated  unless 
specific  data  or  scientific  rationale 
exists  to  support  safe  and  effective  use. 

(j)  “Dosage  and  Administration”:  This 
section  of  the  labeling  shall  state  the 
reconunended  usual  dose,  the  usual 
dosage  range,  and,  if  appropriate,  an 
upper  limit  beyond  whi^  safety  and 
effectiveness  have  not  been  established; 
dosages  shall  be  stated  for  each 
indication  when  appropriate.  This 
section  shall  also  state  the  intervals 
recommended  between  doses,  the 
optimal  method  of  titrating  dosage,  the 
usual  dmation  of  treatment,  and  any 
modification  of  dosage  needed  in  special 
.  patient  populations,  e.g.,  in  children,^  in 
geriatric  age  groups,  or  in  patients  with 
renal  or  hepatic  disease.  Specific  tables 
or  monographs  may  be  included  to 
clarify  dosage  schedules.  Radiation 
dosimetry  iifformation  shall  be  stated 
for  both  the  patient  receiving  a 
radioactive  drug  and  the  person 
administering  it  This  section  shall  also 
contain  specific  direction  on  dilution, 
preparation  (including  the  strength  of 
the  final  dosage  solution,  when  prepared 
according  to  instructions,  in  terms  of 
milligrams  active  ingredient  per  milliliter 
of  reconstituted  solution,  imless  another 
measure  of  the  strei^th  is  more 
appropriate),  and  administration  of  the 
dosage  form,  if  needed,  e.g.,  the  rate  of 
admidstration  of  parenteral  drug  in 
milligrams  per  minute;  storage 
conditions  for  stability  of  the  drug  or 
reconstituted  drug,  when  important; 
essential  information  on  drug 
incompatibilities  if  the  drug  is  mixed  in 
vitro  with  other  drugs;  and  the  following 
statement  for  parenterals:  “Parenteral 
drug  products  should  be  inspected 
visually  for  particulate  matter  and 
discoloration  prior  to  administration, 
whenever  solution  and  container 
permit.” 

(k)  “How  Supplied”:  This  section  of 
the  labeling  shall  contain  information  on 
the  available  dosage  forms  to  which  the 
labeling  applies  and  for  which  the 
manufacturer  or  distributor  is 
responsible.  The  information  shall 
ordinarily  include: 

(l)  The  strength  of  the  dosage  form, 
e.g.,  10-milligram  tablets,  in  metric 
system  and,  if  the  apothecary  system  is 


used,  a  statement  of  the  strength  is 
placed  in  parentheses  after  the  metric  . 
designation; 

(2)  The  units  in  which  the  dosage  form 
is  ordinarily  available  for  prescribing  by 
practitioners,  e.g.,  bottles  of  100; 

(3)  Appropriate  information  to 
facifitate  identification  of  the  dosage 
forms,  such  as  shape,  color,  coating, 
scoring,  and  National  Drug  Code;  and 

(4)  Special  handling  and  storage 
conations. 

(l)  “Animal  Pharmacology  and/or 
Animal  Toxicology”:  In  most  cases,  the 
labeling  need  not  incliide  this  section. 
Significant  animal  data  necessary  for 
safe  and  effective  use  of  the  drug  in 
humans  shall  ordinarily  be  included  in 
one  or  more  of  the  other  sections  of  the 
labeling,  as  appropriate.  Commonly  for 
a  drug  that  has  been  marketed  for  a  long 
time,  and  in  rare  cases  for  a  new  drug, 
chronic  animal  toxicity  studies  have  not 
been  performed  or  completed  for  a  drug 
that  is  administered  over  prolonged 
periods  or  is  implanted  in  the  body.  The 
unaveulability  of  such  data  shall  be 
stated  in  the  appropriate  section  of  the 
labeling  for  the  drug.  If  the  pertinent 
animal  data  cannot  be  appropriately 
incorporated  into  other  sections  of  &e 
labeling,  this  section  may  be  used. 

(m)  “Clinical  Studies”  and 
“References”:  These  sections  may 
appear  in  labeling  in  the  place  of  a 
detailed  discussion  of  a  subject^hat  is  of 
limited  interest  but  nonetheless 
important  A  reference  to  a  specific 
importeuit  clinical  study  may  be  made  in 
any  section  of  the  format  required  under 
§  S  201.56  and  201.57  if  the  study  is 
essential  to  an  understandable 
presentation  of  the  available 
information.  References  may  appear  in 
sections  of  the  labeling  format, -other 
than  the  “Clinical  Studies”  or 
“References”  section,  in  rare 
circumstances  only.  A  clinical  study  or 
reference  may  be  cited  in  prescription 
drug  labeling  only  under  the  following 
conditions: 

(1)  If  the  clinical  study  or  reference  is 
cited  in  the  labeling  in  the  place  of  a 
detailed  discussion  of  data  and 
information  concerning  an  indication  for 
use  of  the  drug,  the  reference  shall  be 
based  upon,  or  the  clinical  study  shall 
constitute,  an  adequate  and  well- 
controlled  clinical  investigation  under 

§  314.111(a)(5)(ii)  of  this  chapter. 

(2)  If  the  clinical  study  or  reference  is 
cited  in  the  labeling  in  the  place  of  a 
detailed  discussion  of  data  and 
information  concerning  a  ri^  or  risks 
fi'om  the  use  of  the  drug,  the  risk  or  risks 
shall  also  be  identified  or  dismissed  in 
the  appropriate  section  of  the  labeling 
for  the  drug. 
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§  201.58  Requests  for  waiver  of 
reqidrsfnent  for  adequate  and  well> 
controlled  studies  to  substantiate  certain 
labeling  statements. 

A  request  under  §  201.57(b)(2)(ii), 

(c) (2),  (c)(3)(i)  and  (v),  (f)(9).  and  (g)(4) 
for  a  waiver  of  the  requirements  of 

$  314.111(a)(5)(ii)  of  this  chapter  shall  be 
submitted  in  writing  as  provided  in 
S  314.111(a)(51(ii)  to  the  Director,  Bureau 
of  Drugs,  Food  and  Drug  Administration, 
5600  Fishers  Lane,  Rockville,  MD  20857, 
or,  if  applicable,  the  Directoi,  Bureau  of 
Biologies,  Food  and  Drug 
Administration,  8800  Rockville  Pike. 
Bethesda,  MD  20014.  The  waiver  shall 
be  granted  or  denied  in  writing  by  such 
Director  or  the  Director’s  designee. 

b.  In  §  201.100,  by  adding  new 
paragraph  (d)(3)  and  by  revising 
paragraph  (e)  to  read  as  follows: 

§  201.100  Prescription  drugs  for  human 
use. 

*  *  *  «  ♦ 

(d)  ‘  * 

(3)  The  information  required,  and  in 
the  format  specified,  by  §  $  201.56  and 
201.57. 

(e)  All  labeling  described  in  paragraph 

(d)  of  this  section  bears  conspicuously 
the  name  and  place  of  business  of  the 
manufachu^r,  packer,  or  distributor,  as 
required  for  the  label  of  the  drug  under 
§  201.1.  '  • 

2.  Part  202  is  amended  in  §  202.1  by 
revising  paragraph  (e)(6)(ii)  and  (vii)  to 
read  as  follows: 

§  201.1  PrescriptkMWirug  advertisements. 
***** 

(e)  *  “ 

(6)  •  *  • 

(ii)  Represents  or  suggests  that  a 
prescription  drug  is  safer  or  more 
effective  than  another  drug  in  some 
particular  when  the  difference  has  not 
been  demonstrated  by  substantial 
evidence.  An  advertisement  for  a 
prescription  drug  may  not,  either 
directly  or  by  implication,  e.g.,  by  use  of 
comparative  test  data  or  reference  to 
published  reports,  represent  that  the 
drug  is  safer  or  more  effective  than 
another  drug,  nor  may  an  advertisement 
contain  a  quantitative  statement'of 
safety  or  effectiveness  (a)  unless  the 
representation  has  been  approved  as 
part  of  the  labeling  in  a  new  drug  or 
antibiotic  application  or  biologic  license, 
or  [b]  if  the  drug  is  not  a  new  drug  or  a 
certiffed  or  released  antibiotic,  or 
biologic,  imless  the  representation  of 
safety  or  effectiveness  is  supported  by 
substantial  evidence  derived  from 
adequate  and  well-controlled  studies  as 
defined  in  §  314.111(a)(5)(ii)  of  this 
chapter,  or  unless  the  requirement  for 


adequate  and  well-controlled  studies  is 
waived  as  provided  in  §  314.111(a)(5)(ii) 
of  this  chapter. 

***** 

(vii)  Suggests,  on  the  basis  of 
favorable  data  or  conclusions  from 
nonclinical  studies  of  a  prescription 
drug,  such  as  studies  in  laboratory 
animals  or  in  vitro,  that  the  studies  have 
clinical  significance,  if  clinical 
signiff  cance  has  not  been  demonstrated. 
Data  that  demonstrate  activity  or 
effectiveness  for  a  prescription  drug  in 
animal  or  in  vitro  tests  and  have  not' 
been  shown  by  adequate  and  well- 
controlled  clinical  studies  to  pertain  to 
clinical  use  may  be  used  in  advertising 
except  that  (a),  in  the  case  of  anti- 
infective  drugs,  in  vitro  data  may  be 
included  in  the  advertisement,  if  data 
are  immediately  preceded  by  the 
statement  “The  following  in  vitro  data 
are  available  but  their  clinical 
significance  is  unknown”  and  (h);  in  the 
case  of  other  drug  classes,  in  vitro  and 
animal  data  that  have  not  been  shown 
to  pertain  to  clinical  use  by  adequate 
and  well-controlled  clinical  studies  as 
defined  in  S  314.111(a)(5)(ii)  of  this 
chapter  may  not  be  used  unless  the 
requirement  for  adequate  and  well- 
controlled  studies  is  waived  as  provided 
in  S  314.111(a)(5)(ii)  of  this  chapter. 
***,** 

Effective  date.  These  regulations  are 
effective  on  December  26, 1979.  On  or 
after  December  26, 1979,  no  person  may 
initially  introduce  or  initially  deliver  for 
'  introduction  into  interstate  commerce 
any  drug  to  which  the  regulations  apply, 
unless  die  drug's  labeling  complies  wiA 
the  requirements  set  forth  in  the 
regulations,  with  the  following 
exceptions: 

(1)  Sections  201.56,  201.57,  and 
201.100(d)(3)  are  effective  for 
prescription  drugs  that  are  not  biologies, 
or  not  subject  to  section  505  or  507  of  the 
act,  on  June  26, 1980. 

(2)  The  provisions  of  S§  201.56,  201.57, 
and  201.100(d)(3)  shall  not  apply  to  any 
prescription  ch^  that  on  December  26, 
1979,  is  a  licensed  biologic,  subject  to  an 
approved  new  drug  application  imder 
section  505  of  the  act,  or  an  antibiotic 
drug  subject  to  an  approved  Form  5  or 
Form  6,  until  a  notice  is  published  in  the 
Federal  Register  that  states  the  effective 
date  for  the  particular  product. 

(3)  Section  201.100(e)  is  effective  June 
26, 1980,  or  when  printing  plates  are 
revised  in  the  normal  course  of  business, 
whichever  occurs  first 

Although  the  proposed  rule  was 
covered  by  Executive  Order  11821,  an 
inflation  impact  statement  was  not 
prepared  for  it  However,  in  accordance 


with  Executive  Order  12044,  the 
economic  effects  of  this  final  rule  have 
been  carefully  analyzed,  and  it  has  been 
determined  that  the  final  rule  does  not 
involve  major  economic  consequences 
as  defined  by  that  order.  A  copy  of  the 
regulatory  analysis  assessment 
supporting  this  determination  is  on  file 
with  the  Hearing  Clerk,  Food  and  Drug 
Administration. 

(Secs.  502,  503,  505,  506,  507, 701,  52  Stat 
1050-1053  as  amended,  1055-1056  as 
amended,  55  Stat  851,  59  Stat.  463  as 
amended  (21  U.S.C.  352,  353,  355,  356,  357, 
371);  sec.  351, 58  Stat  702  as  amended  (42 
U.S.C.  262).) 

Dated:  June  19, 1979. 

Donald  Kennedy, 

Commissioner  of  Food  and  Drugs. 

[FR  Doc.  7»-ig723  Piled  6-25-^  8:45  am] 
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